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(57) Abstract 



This invention is directed to methods of treating insulin resistance in a mammal which comprise administering an effective amount of 
a compound of formula (I), where the variables are defined in the specification, or the stereoisomeric mixtures, diastereomerically enriched, 
diastereomerically pure, enantiomerically enriched or enantiomerically pure isomers, or the pharmaceutically acceptable salts and prodrugs 
thereof to said mammal. The compounds of formula (I) are growth hormone secretogogues and as such are useful for increasing the level 
of endogenous growth hormone. In another aspect this invention provides certain intermediates which am useful in the synthesis of the 
foregoing compounds and certain processes useful for the synthesis of said intermediates and the compounds of formula (I). This invention 
is further directed to methods comprising administering to a human or other animal a combination of a functional somatostatin antagonist 
such as an alpha-2 adrenergic agonist and a compound of formula (I). 
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TREATMENT OF INSULIN RESISTANCE WITH GROWTH HORMONE SECRETAGOGUES 

BACKGROUND OF THE INVENTION 
5 Growth hormone (GH), which is secreted from the pituitary gland, 

stimulates growth of all tissues of the body that are capable of growing. In 
addition, growth hormone is known to have the following basic effects on the 
metabolic processes of the body: 

1. Increased rate of protein synthesis in substantially all cells of the 
10 body; 

2. Decreased rate of carbohydrate utilization in cells of the body; and 

3. Increased mobilization of free fatty acids and use of fatty acids for 
energy. 

Deficiency in growth hormone results in a variety of medical disorders. In 

15 children, it causes dwarfism. In adults, the consequences of acquired GH 
deficiency include profound reduction in lean body mass and concomitant increase 
in total body fat, particularly in the truncal region. Decreased skeletal and cardiac 
muscle mass and muscle strength lead to a significant reduction in exercise 
capacity. Bone density is also reduced. Administration of exogenous growth 

20 hormone has been shown to reverse many of the metabolic changes. Additional 
benefits of therapy have included reduction in LDL cholesterol and improved 
psychological well-being. 

In cases where increased levels of growth hormone were desired, the 
problem was generally solved by providing exogenous growth hormone or by 

25 administering an agent which stimulated growth hormone production and/or 
release. In either case the peptidyl nature of the compound necessitated that it be 
administered by injection. Initially the source of growth hormone was the 
extraction of the pituitary glands of cadavers. This resulted in an expensive 
product, and carried with it the risk that a disease associated with the source of the 

30 pituitary gland could be transmitted to the recipient of the growth hormone (e.g., 
Jacob-Creutzf id disease). Rec ntly, recombinant growth norm n has b come 
availabl which, whil n longer carrying any risk of disease transmission, is still a 
veryexpensiv product which must b given by injection or by a nasal spray. 
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Most GH d fici nci s are caused by d fects in GH r lease, not primary 
defects in pituitary synth sis of GH. Th r fore, an alt mative strategy for 
normalizing serum GH levels is by stimulating its release from somatotrophs. 
Increasing GH secretion can be achieved by stimulating or inhibiting various 
5 neurotransmitter systems in the brain and hypothalamus. As a result, the 
development of synthetic growth hormone-releasing agents to stimulate pituitary 
GH secretion are being pursued, and may have several advantages over 
expensive and inconvenient GH replacement therapy. By acting along physiologic 
regulatory pathways, the most desirable agents would stimulate pulsatile GH 

10 secretion, and excessive levels of GH that have been associated with the 
undesirable side effects of exogenous GH administration would be avoided by 
virtue of intact negative feedback loops. 

Physiologic and pharmacologic stimulators of GH secretion include 
arginine, L-3,4-dihydroxyphenyla!anine (L-DOPA), glucagon, vasopressin, and 

15 insulin induced hypoglycemia, as well as activities such as sleep and exercise, 
indirectly cause growth hormone to be released from the pituitary by acting in 
some fashion on the hypothalamus perhaps either to decrease somatostatin 
secretion or to increase the secretion of the known secretagogue growth hormone 
releasing factor (GHRF) or an unknown endogenous growth hormone-releasing 

20 hormone or all of these. 

Other compounds have been developed which stimulate the release of 
endogenous growth hormone such as analogous peptidyl compounds related to 
GRF or the peptides of U.S. Patent 4,411,890. These peptides, while 
considerably smaller than growth hormones are still susceptible to various 
proteases. As with most peptides, their potential for oral bioavailability is low. WO 
94/13696 refers to certain spiropiperidines and homologues which promote 
release of growth hormone. 

The compounds of WO 94/11012 and WO 94/13696 are reported to be 
useful in the treatment of osteoporosis in combination with parathyroid hormone or 
a bisphosphonate. 

In one aspect, this invention relates to a method of treating insulin resistant 
conditions such as Non-Insulin Dependent Diabetes Mellitus (NIDDM) and reduced 
glycemic control associated with obesity and aging in a mamma! in ne d th reof 
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which comprises administering to said mammal an ffective amount of a 
compound of th formula I, defined below, or a pharmaceutically acc ptabi salt 
thereof. 

This invention is directed to the use of growth hormone secretagogues 
5 specifically growth hormone releasing peptides (GHRP) or GHRP mimetics of 
formula I, defined below, to improve glycemic control. Agents that increase growth 
hormone (GH) levels would not be expected to have this effect since it is widely 
recognized that GH is diabetogenic in animals and in humans. In acromegalics, 
glucose utilization and suppression of hepatic glucose production are impaired 
10 (see Hansen, I., et al., Am J Physiol, 250:E269 (1986)). In this disease of GH 
excess, impaired glucose handling and hyperinsulinemia have been reversed by 
pituitary surgery or chemotherapy which reduced GH levels (see Levin S.R., et al., 
Am J Med, 57:526 (1974), Feek, CM., et al., J Clin Endocrinol 22:532 (1981)). 
Furthermore, administration of GH to older subjects caused hyperglycemia, 
15 glucose intolerance and hyperinsulinemia in numerous studies (see Aloia, J.F., et 
al., J Clin Endocrinol Metab, 43:992 (1976); Binnerts et al., J Clin Endocrinol 
Metab, 67:1312 (1988); Marcus, R. t et al., J Clin Endocrinol Metab, 70:519 
(1990)). Therefore, GH therapy is contra-indicated for individuals with diabetes or 
those at risk for diabetes. 

Obesity is a major risk factor for diabetes, and a large fraction of NIDDM 
patients are obese. Both conditions are characterized by elevated circulating 
insulin levels and suppressed GH levels. GH treatment of GH-deficient adults 
(Jorgensen, J.O.L, et al., Lancet 1:1221 (1989)), obese women (Richelsen, B., et 
ah, Am J Physiol, 266:E211 (1994)) and elderly men (Rudman, D., et al, Horm Res 
36 (Suppl 1):73 (1991)) has been shown to produce increases in lean body, 
hepatic and muscle mass while decreasing fat mass. Thus, GH therapy for 
obesity would seem attractive except for the diabetogenic effects of GH. 

An alternative to exogenous GH administration is therapy that stimulates 
endogenous GH secretion. It has been shown that a substantial pituitary reserve 
of GH is present in pituitary-intact GH-deficient patients and the elderly so that 
decreased serum GH levels are due to hyposecretion. 

Hyposecretion of GH in several clinical settings (obesity, aging, 
glucocorticoid suppression) is relativ ly resistant t stimulati n by GHRH (Gertz, 



20 
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30 
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B.J., et al., J Clin Endocrinol M tab, 79:745 (1994); Arvat, E., t aL, J Clin 
Endocrinol M tab, 79:1440 (1994); Maccario, M., et al.. Metabolism, 44:134 
(1995)). In contrast, administration of a GHRP or combined administration of 
GHRH and a GHRP in these patients can elicit a robust GH response (Aloi, J.A., et 
5 al., J Clin Endocrinol Metab, 79:943; (1994)). Single dose studies of GHRPs have 
demonstrated the absence of an acute effect on circulating insulin or glucose 
levels. Insulin and glucose have generally not been monitored in chronic studies 
except to document the absence of unfavorable changes (Jacks, T., et al., J 
Endocrinol. 143:399 (1993)). 

Prior to the present invention, the use of GHRPs or GHRP mimetics to 
improve glycemic control has not specifically been explored. The method of 
treating insulin resistance in a mammal comprising the administration of a 
compound of formula I is practiced preferentially in patients who have a functional 
hypothalamic-pituitary axis capable of GH secretory responses to GHRPs and who 
are diabetics (Type I or Type II), or are insulin resistant, or who show impaired 
glucose tolerance. 

In another aspect, this invention is directed to methods for the treatment or 
prevention of congestive heart failure, obesity and frailty associated with aging, in 
a mammal in need thereof, which comprises administering to said mammal 
simultaneously, sequentially in any order or as a combination a functional 
somatostatin antagonist such as an alpha-2 adrenergic agonist, for example 
clonidine, xylazine or medetomidine, and a compound of formula I, defined below. 
In another aspect, this invention provides methods for accelerating bone fracture 
repair and wound healing, attenuating protein catabolic response after a major 
operation, and reducing cachexia and protein loss due to chronic illness in a 
mammal in need thereof, which comprises administering to said mammal 
simultaneously, sequentially in any order or as a combination an alpha-2 
adrenergic agonist, such as clonidine, xylazine or medetomidine and a compound 
of formula I, defined below. Clonidine, which is disclosed in US Patent No. 
3,202,660 the disclosure of which is hereby incorporated by reference, xylazine, 
which is disclosed in US Patent No. 3,235,550 the disclosure of which is hereby 
incorporated by reference and medetomidine, which is disclosed in US Patent No. 
4,544,664 the disclosure of which is hereby incorporated by r f rence. It has been 



WO 98/58949 



-5- 



PCT/IB98/00876 



shown that alpha-2 adrenergic agonists cause release of endogenous growth 
hormone in human and canin subjects (Cella t al., Life Sciences (1984), 34:447- 
454; Hampshire J, Altszuler N. American Journal of Veterinary Research (1981), 
42:6, 1073-1076; Valcavi et al., Clinical Endocrinology (1988), 29:309-316; 

5 Morrison et al. ( American Journal of Veterinary Research (1990), 51:1, 65-70;), 
and that the co-administration of an alpha-2 adrenergic agonist with growth 
hormone-releasing factor restores defective growth hormone secretion in aged 
dogs (Arce et al., Brain Research (1990), 537:359-362; Cella et. al., 
Neuroendocrinology (1993), 57:432-438). 

0 In yet another aspect, this invention provides a process for the synthesis of 

a compound of the formula 2 



where the process is described below. 
15 Further, this invention is directed to processes for preparing certain 

intermediates, shown below, which are useful in the synthesis of the compound of 
formula Z. 

The compounds of formula I utilized in the present invention and the 
compound of formula 2 are disclosed and claimed in co-pending PCX Application 
20 Number PCT/IB 96/01353 filed December 4, 1996, which is assigned to the 
assignee hereof, wherein said compounds are disclosed as having activity as 
growth hormone secretagogues and which increase the level of endogenous 
growth hormone. 




(3aR, 1R) 
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SUMMARY OF THE INVENTION 
The compounds utilized in methods of this invention have the formula I, 

O X 4 




N 



5 I 

or the stereoisomer^ mixtures, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiomerically pure isomers, or the 
pharmaceutical^ acceptable salts and prodrugs thereof, 
wherein 
10 eisOorl; 

n and w are each independently 0, 1 or 2; 

provided that w and n cannot both be 0 at the same time; 

Y is oxygen or sulfur; 

R 1 is hydrogen, -CN, -(CH^N^C^X 6 , -(CH^NfX^CfOXCHjVA 1 , 
15 -(CH^NOC^SC^CCHzVA 1 , -(CH^Np^SO^ 6 , <CHWQfiC<!Of}UQ?XCHdrA\ 
■(CH 2 ) q N(X 6 )C(0)N(X 6 )(X 6 ) ( -(CH^CCOJNCX 6 )^ 6 ), KCHd^0(O)N(X^CH a )rA 1 . 
-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 VA 1 , -(CH 2 ) q OX 6 , -(CH^OC^X 6 , 
-(CH 2 ) q OC(0)(CH 2 )rA 1 , -(CH 2 ) q OC(0)N(X 6 )(CH 2 )rA 1 , -(CH^OC^NCX^X 6 ), 
-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 ) r A 1 , -(CH^N^CfOJOX 6 , 
20 -(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH^SP),^, -(CH 2 ) q S(0) m (CH 2 ) r A 1 , 

-(C r Cio)alkyI ( -(CH 2 ) r A\ -(CH 2 ) q -(CrC 7 )cycloalkyl, -(CH^V^d-CeJalkyl, 
-(CH^-CCHzVA 1 or -(CH 2 ) r Y 1 -(CH 2 )r(C3-C 7 )cycloa!kyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (CrC 4 )alkyl, hydroxy!, (CrC 4 )alkoxy ( carboxyl, -CONH 2l 
25 -S(0) m (C r C6)alkyl, -C02(C r C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 

fluoro; 

Y 1 is 0, S(0) ro , -C(0)NX 6 -, -CH=CH-, -f>C-, -NPC^O)-, -CfOJNX 6 -, 
-C(0)O-, -OC(0)N(X*)-or-OC(0)-; 
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5 



qisO, 1,2,3 r4; 
t is 0,1, 2 or 3; 

said (CH 2 ) q group and (CH 2 )t group may each be optionally substituted with 
hydroxyl, (Ci-C 4 )alkoxy, carboxyl, -CONH 2) -SfOWd-CeJalkyl, 
-C0 2 (Ci-C 4 )alkyl ester, 1H-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (d- 
C 4 )alkyl; 



R 2 is hydrogen, (Ci-C 8 )alkyl, -(C^CaJalkyHd-C^cycloalkyl, -(Ci-C 4 )alkyl-A 1 or A 1 ; 

where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 

optionally substituted with hydroxyl, -C(0)OX 6 , -C{0)NQ?)Q<?) t -NtX^X 6 ), 
10 -S(0) m (Ci-C 6 )alkyl, -C{0)A 1 ( -C(0)Qd), CF 3l CN or 1 , 2 or 3 halogen; 

R 3 is A 1 , (Ci-C 10 )alkyl, -(Ci-C 6 )alkyl-A\ *(C 1 -C 6 )alkyl-(C3-C 7 )cycloalkyl, 
-(C r C s )alkyl-X 1 -(d-C 5 )aIkyl, -<d-C 5 )a!kyl-X 1 -(Co-C 5 )alkyl-A 1 or 
-(C,-C s )alkyl-X 1 -(Ci-C5)alkyI-(C3-C 7 )cycloalkyl; 

where the alkyl groups in the definition of R 3 are optionally substituted with 
15 -S(0) m (Ci-C 6 )alkyl, -C(0)OX 3 , 1, 2, 3, 4 or 5 halogens, or 1, 2 or 3 OX 3 ; 

X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -00(0)-, -C<0)0-, -CX 2 =CX 2 -, 

-N(X 2 )0(O)O-, -OC(0)N(X 2 )- or -C^C-; 
R 4 is hydrogen, (Ci-CeJalkyI or (CrC 7 )cycloalkyl, or R 4 is taken together with R 3 
and the carbon atom to which they are attached and form (Cg-C^cycloalkyl, (C 5 - 
20 C 7 )cycIoalkeny!, a partially saturated or fully saturated 4- to 8-membered ring 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, or is a bicyclic ring system consisting of a partially 
saturated or fully saturated 5- or 6-membered ring, fused to a partially saturated, 
fully unsaturated or fully saturated 5- or 6-membered ring, optionally having 1 to 4 
25 heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

X 4 is hydrogen or (d-CeJalkyl or X 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a 
five to seven membered ring; 



30 R 6 is a bond or is 
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where a and b ar independently 0, 1 , 2 or 3; 

X 5 and X 53 are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (Ci-C 6 )alkyl; 

the optionally substituted (Ci-C 6 )afkyl in the definition of X 5 and X s * 
5 is optionally substituted with a substituent selected from the group 

consisting of A 1 , OX 2 , -SCOWCrCeJalkyl, -C(0)OX 2 , (Qr 
C 7 )cycloalkyl, 

-N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
or the carbon bearing X s or X 58 forms one or two alkylene bridges with the 

10 nitrogen atom bearing R 7 and R 8 wherein each alkyfene bridge contains 1 

to 5 carbon atoms, provided that when one alkylene bridge is formed then 
X s or X 53 but not both may be on the carbon atom and R 7 or R 8 but not both 
may be on the nitrogen atom and further provided that when two alkylene 
bridges are formed then X 5 and X 53 cannot be on the carbon atom and R 7 

15 and R 8 cannot be on the nitrogen atom; 

or X s is taken together with X 58 and the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
ring, or a partially saturated or fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of 

20 oxygen, sulfur and nitrogen; 

or X s is taken together with X 5 * and the carbon atom to which they are 
attached and form a bicyclic ring system consisting of a partially saturated 
or fully saturated 5- or 6-membered ring, optionally having 1 or 2 
heteroatoms independently selected from the group consisting of nitrogen, 

25 sulfur and oxygen, fused to a partially saturated, fully saturated or fully 

unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and 
oxygen; 

Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is 
30 not N-X 2 or O; 

R 7 and R 8 are independently hydrogen or optionally substituted (C r C 6 )alkyi; 

where the optionally substituted (C r C 6 )alkyl in the definition of R 7 and R 8 is 
optionally independently substituted with A 1 , -CfOJCMd-CeJalkyl, 
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•SCOJm^-C^alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(Ci- 

Cto)aikyl or 1 1 3 (Ci-C 6 )alkoxy; or 
R 7 and R 8 can be taken together to form -(CH 2 ) r -L-(CH 2 )r; 

where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 
5 A 1 for each occurrence is independently (C 5 -C 7 )cycloaikenyl, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, a bicyclic ring system consisting of a partially 
saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
10 having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
15 optionally both rings if A 1 is a bicyclic ring system, with up to three 

substituents, each substituent independently selected from the group 

consisting of F, CI, Br, I, OCF 3l OCF 2 H, CF 3l CH 3 , OCH 3 , -OX 6 , - 

0X0. 

(d-CeJalkyl, nitro, cyano, benzyl, -S(0) m (CrC 6 )alkyI, 1H-tetrazol-5-yl, 
20 phenyl, phenoxy, phenylalkyloxy, halophenyl, methylenedioxy, -N^KX 6 ), 

-NCX^CCOPC 6 ), -SOzNCX 6 )^ 6 ), -N^SOj-phenyl, -N^SOjX 6 , - 
CONX 11 X 12 , 

-S02NX"X 12 , -NX 6 S0 2 X 12 , -NX 6 CONX 11 X 12 , -NX 6 S0 2 NX 11 X 12 , -NX 6 C(0)X 12 , 
imidazolyl, thiazolyl and tetrazolyl, provided that if A 1 is optionally 
25 substituted with methylenedioxy then it can only be substituted with one 

methylenedioxy; 

where X 11 is hydrogen or optionally substituted (CrCeJalkyl; 

the optionally substituted (CrC 6 )alkyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, 
30 (Ci-C 6 )alkoxycarbonyl, -S(0) m (C r C6)alkyl, 1 to 5 halogens, 

1 to 3 hydroxy, 1 to 3 (C r C 10 )alkanoyloxy or 1 to 3 (C r 
Ce)alkoxy; 
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X 12 is hydrog n, (Ci-C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provid d that wh n X 12 is not hydrog n, X 12 is optionally 
substituted with one to three substituents independently selected 
from the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 
5 or X 11 and X 12 are taken together to form -(CH 2 ) r L 1 -(CH 2 ) r ; 

where L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1 , 2 or 3; 

X for each occurrence is independently hydrogen, optionally substituted (C r 
C 6 )alkyl, or optionally substituted (C r C 7 )cycloalkyl, where the optionally substituted 
10 (d-C 6 )alkyl and optionally substituted (C3-C 7 )cycloaIkyl in the definition of X 2 are 
optionally independently substituted with -S(0) m (Ci-C6)alkyl, -C(0)OX 3 , 1 to 5 
halogens or 1-3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (Ci-C 6 )alkyl; 

X s is independently hydrogen, optionally substituted (C 1 -C 6 )alkyl, (C r 

15 C 6 )halogenated alkyl, optionally substituted (C3-C 7 )cycloalkyl, (C3-C7)- 
halogenatedcycloalkyl, where optionally substituted (d-CeJalkyl and optionally 
substituted (C 3 -C 7 )cycloalkyl in the definition of X 6 is optionally independently 
substituted by 1 or 2 (CrC 4 )alkyl t hydroxyl, (C-C^alkoxy, carboxyl, CONH 2 , - 
S(0) m (Ci-C6)alkyl, carboxylate (C r C 4 )alkyl ester, or 1 H-tetrazol-5-yl; or 

20 when there are two X 6 groups on one atom and both X 6 are independently (C r 
C 6 )alkyl, the two (Ci-C 6 )alkyl groups may be optionally joined and, together with 
the atom to which the two X s groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (Ci-C 6 )alkyl optionally substituted with hydroxyl; and 

25 m for each occurrence is independently 0, 1 or 2; 
with the proviso that: 

X 6 and X 12 cannot be hydrogen when it is attached to C(O) or S0 2 in the form 
C(0)X 6 , C(0)X 12 ( SC^X 6 or SOjX 12 ; and 

when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH 2 ) r L-(CH 2 ) r is . 
30 independently 2 or 3. 

In one aspect, this invention provides a method for treating insulin 
resistance in a mammal which comprises administ ring t said mammal an 
ff ctive am unt f a comp und of formula I, as defin d above, or th 
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10 



15 



20 



25 



stereoisomers mixtures, diastereom rically enrich d, diaster omerically pure, 
enantiom rically enriched or enantiomerically pure isomers, or the 
pharmaceutical^ acceptable salts and prodrugs thereof. 

A preferred method of the foregoing method is where the condition 
associated with insulin resistance is type I diabetes, type II diabetes, 
hyperglycemia, impaired glucose tolerance or an insulin resistant syndrome or 
state. 

Another preferred method of the foregoing method is where the condition 
associated with insulin resistance is associated with obesity or old age. 

A preferred method of the foregoing method is where said compound of 
formula I is of the following formula 

R 2 — N 





or the stereoisomeric mixtures, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiomerically pure isomers, or the 
pharmaceutically acceptable salts and prodrugs thereof where 



R 1 
R 1 
R 1 
R 1 
R 1 
R 1 
R 1 
R 1 
R 1 
R 1 



is -CHz-phenyl, R 2 is methyl and R 3 is -(CH 2 ) r phenyl; 
is -CHrPhenyl, R 2 is methyl and R 3 is 3-indolyl-CH r ; 
is -CHrPhenyl, R 2 is ethyl and R 3 is 3-indolyf-CH r ; 
is -CH2-4-fluoro-phenyl, R 2 is methyl and R 3 is 3-indolyl-CHr; 
is -CHz-phenyl, R 2 is methyl and R 3 is -CH2-0-CH 2 -phenyl; 
is -CHrPhenyl, R 2 is ethyl and R 3 is -CH r O-CH r phenyl; 
is -CHi-phenyl, R 2 is -CH 2 CF 3 and R 3 is -CHrO-CHrphenyl; 
is -CH2-4-fluoro-phenyl, R 2 is methyl and R 3 is -CH r O-CH r phenyl; 
is -CH 2 -phenyl, R 2 is t-butyl and R 3 is -CH r O-CH r phenyl; or 
is -CHrPhenyl, R 2 is methyl and R 3 is -CHrO-CHr3,4-di-fluoro-phenyI. 

Another preferred method of the foregoing method is where said 
compound of formula I is of the formula 
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or the stereoisomer^ mixtures, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiomerically pure isomers, or the 
pharmaceutically acceptable salts and prodrugs thereof where 
5 R 2 is methyl; A 1 is 2-pyridyl; and R 3 is -CH r O-CH 2 -phenyl; 

R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CHrO-CH r 3-chloro-phenyl; 
R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH2-0-CH2-4-chloro-phenyl; 
R 2 is CH2CF3; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH r 2,4-di-chloro-phenyl; 
R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -3-chloro-thiophene or 

10 R 2 is CH2CF3; A 1 is 2-pyridyl; and R 3 is -CH 2 -0-CH 2 -2,4-di-fluoro-phenyl. 

Yet another preferred method of the foregoing method is where said 
compound of formula I or the stereoisomer^ mixtures, diastereomerically enriched, 
diastereomerically pure, enantiomerically enriched or enantiomerically pure 
isomers or the pharmaceutically acceptable salts and prodrugs thereof is the 

15 3a(R,S) ( 1(R) diastereomeric mixture, the 3a(R),1(R) diastereomer or the 
3a(S),1(R) diastereomer of a compound selected from the group consisting of 
2-amino-N-[1-(3a-ben2yl-2-methyl-3-oxo-2 ( 3 ( 3a ( 4,6 l 7-hexahydro-pyrazolo[4,3- 
c]pyridine-5-carbonyl)-4-phenyl-butyl]-isobutyramide t 

2-amino-N-t2-(3a-benzyl-2-methyl-3-oxo-2,3 1 3a,4,6,7-hexahydro-pyrazolo-[4,3- 
20 c]pyridin-5-yl)-1 -(1 H-indol-3-ylmethyl)-2-oxo-ethyl]-isobutyramide, 

2-amino-N-[2-(3a-benzyl-2-ethyl-3-oxo-2,3,3a,4,6,7-hexahydro-pyrazolo[4 t 3- 
clpyridin-S-yO-l^iH-indol-S-ylmethyl^-oxo-ethyll-isobutyramide, 
2-amino-N-[2-[3a-(4-fluoro-benzyl)-2-methyl-3-oxo-2,3,3a,4,6,7-hexahydro- 
pyrazolo[4,3-c]pyridin-5-yl]-1-(1H-indo!-3-ylmethyl)-2-oxo-ethyl]-isobutyramide, 
25 2-amino-N-[2-(3a-benzyl-2-methyl-3-oxo-2.3 t 3a > 4,6,7-hexahydro-pyrazolo[4,3- 
cJpyridin-S-ylJ-l-benzyloxymethyl^-oxo-ethyq-isobutyramide, 
2-amino-N-[2-(3a-benzyl-2-ethyl-3-oxo-2 ) 3,3a p 4,6,7-hexahydro-pyrazolo[4,3- 
clpyridin-S-ylJ-l-benzyloxymethyl^-oxo-ethylHsobutyramide, 
2-amino-N-{2-[3a-benzyl-3-oxo-2-(2 t 2 t 2-trifluoro-emyl)-2,3,3a,4,67-hexahydr^ 
30 pyrazolo[4,3-c]pyridin-5-yl]-1-b nzyloxymethyI-2-oxo- thylj-isobutyramid , 
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2-amino-N-{1-b nzyioxym thyl-2-[3a-(4-fluoro-benzyl)-2-methyl-3-oxo-2,3 t 3a,4,6 1 7- 
hexahydro-pyrazolo^.S-clpyridin-S-yll^-oxo-ethyO-isobutyramid , 
2-amino-N-[2-(3a-benzyl-2-tert-butyl-3-oxo-2 t 3,3a,4 l 6 I 7-hexahydro-pyra20lo[4,3- 
c]pyridin-5-yl)-1 -benzyloxymethyi-2-oxo-ethyl]-isobutyramide and 
5 2-amino-N-[2-(3a-benzyl-3-oxo-2,3,3a t 4 ) 6J-hexahydro-pyrazolo[4>c]pyridin-5-yl)- 

1- benzyloxymethyl-2-oxo-ethyl]-i$obutyramide. 

A preferred method of the immediately foregoing method is where said 
compound of formula ( is 2-amino-N-[2-(3a-(R)-benzyl-2-methyl-3-oxo-2 I 3 I 3a,4 ) 6 l 7- 
hexahydro-pyrazolo-K.S-^pyridirvS-yl^l^RJ-benzyloxymethyl^-oxo-ethyl]- 

10 isobutyramide L-tartaric acid salt 

Still another preferred method of the foregoing method is a method where 
said compound of formula I or the stereoisomeric mixtures, diastereomerically 
enriched, diastereomerically pure, enantiomerically enriched or enantiomerically 
pure isomers or the pharmaceutically acceptable salts and prodrugs thereof is the 

15 3a-(R,S),1-(R) diastereomeric mixture, the 3a-(R),1-(R) enantiomer or 3a-(S),1-(R) 
enantiomer of a compound selected from the group consisting of 

2- amino-N-[1-benzyloxymethyl-2-(2-methyl-3-oxo-3a-pyridin-2-ylmethyl- 
2 1 3 ) 3a I 4 I 6,7-hexahydro-pyrazolo[4,3-c]pyridin-5-yl)-2-oxo-ethyl]-2-methyl- 
propionamide; 

20 2-amino-N-{1-(3-chloro-benzyloxymethyl)-2-oxo-2-E3-oxo-3a-pyridin-2-ylmethyl-2- 
(2,2,2-trifluoro-ethyl)-2,3,3a 1 4 t 6,7-hexahydro-pyrazolo[4 1 3-c ]pyridin-5-yl]-ethyI}-2- 
methyl-propionamide; 

2-amino-N-{1-(4-chloro-benzyloxymethyl)-2-oxo-2-[3-oxo-3a-pyridin-2-ylmethyl-2- 
(2,2 t 2-trifluoro-ethyO-2 1 3,3a ) 4,6 ) 7-hexahydro-pyrazolo[4 ) 3-c]pyridirH5-yl^ethy^^ 
25 methyl-propionamide; 

2-amino-N-{1-(2,4-di(^lorc~bertzyloxymeto^ 

2-(2,2 I 2-trifluoro-ethyl)-2,3 t 3a,4,67-hexahydro-pyrazolo[4,3-c]pyridirH5-yQ-^ 
methyl-propionamide; 

2-amino-N^1-(4-chloro-thiophen-2-ylmethoxymethyl)-2-oxo-2-[3-oxo-3a-pyridin-2- 
30 ylmethyl-2-(2,2,2-trifluoro-e^ 

yl]-ethyl}-2-methyl-propionamide; and 
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2-amino-N-{1 -(2,4-difluoro-b nzyloxym thy!)-2-oxo-2-[3-oxo-3a-pyridin-2-ylmethyl- 

2-(2,2,2-trifluoro-ethyl)-2,3 ) 3a,4,67-hexahydro-pyra20lo[4>c]pyridin-5-yl^ 
methyl-propionamide. 

Even still another preferred method of the foregoing method additionally 
5 comprises administering to a mammal in need thereof a growth hormone releasing 
hormone or a functional analog thereof, which are prepared by methods known in 
the art and some examples of which are described in European Patent Publication 
No. EP 511 003. 

In another aspect, this invention provides pharmaceutical compositions 

10 useful for treating insulin resistance in a mammal which comprises a 
pharmaceutically acceptable carrier and an effective amount of a compound of 
formula I, as shown above, or the stereoisomeric mixtures, diastereomerically 
enriched, diastereomerically pure, enantiomerically enriched or enantiomerically 
pure isomers, or the pharmaceutically acceptable salts and prodrugs thereof. 

15 ln still another aspect, this invention provides methods for increasing levels 

of endogenous growth hormone, which comprises administering to a human or 
other animal in need thereof effective amounts of a functional somatostatin 
antagonist and a compound of formula I, as shown above, or the stereoisomeric 
mixtures, diastereomerically enriched, diastereomerically pure, enantiomerically 

20 enriched or enantiomerically pure isomers, or the pharmaceutically acceptable 
salts and prodrugs thereof. 

In yet another aspect, this invention provides methods of treating or 
preventing congestive heart failure, obesity or frailty associated with aging, which 
comprises administering to a mammal in need thereof effective amounts of a 

25 functional somatostatin antagonist and a compound of formula I, as shown above, 
or the stereoisomeric mixtures, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiomerically pure isomers, or the 
pharmaceutically acceptable salts and prodrugs thereof. Preferred of the 
immediately foregoing method is where said functional somatostatin antagonist is 

30 an alpha-2 adrenergic agonist Preferred of the immediately foregoing method is 
where said alpha-2 adrenergic agonist is selected from the group consisting of 
clonidine, xylazine and medetomidine. Preferred of the immediately foregoing 
method is wh re said compound of formula I is 2-amino-N-[2-(3a-(R)-b nzyl-2- 
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m thyl-S-ox^.S.Sa^^J-hexahydro-pyrazoio-^.S-cjpyridin-S-yO-l-fR)- 
benzyioxymethyl-2-oxo-ethyl]-isobutyramide L-tartaric acid salt. 

This invention is also directed to pharmaceutical compositions which 
comprise a pharmaceutical^ acceptable carrier, an amount of an alpha-2 
adrenergic agonist and an amount of a compound of formula I, as defined above, 
or the stereoisomer^ mixtures, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiomerically pure isomers, or the 
pharmaceutical^ acceptable salts and prodrugs thereof. 

This invention is further directed to methods of treating insulin resistance in 
a mammal which comprise administering to a mammal in need thereof an effective 
amount of a growth hormone releasing peptide or a growth hormone releasing 
peptide mimetic or a pharmaceutical^ acceptable salt thereof. 

In one aspect this invention is directed to the processes described below, 
where the indicates stereochemical centers. 

A process for the preparation of the compound of formula k, 




, which comprises reacting the compound of 




H \ 
Free Base 
(9) 



formula g, 



, with the compound of formula j, 




u , where Prt is an amine protecting group, in the 

presenc of an organic base, a peptide coupling reagent, and a reaction inert 
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solvent at a temperature between about -78 °C to about -20 °C to yi Id th 
compound of formula k. 

Preferred of the foregoing process is where the peptide coupling reagent is 
1 -propane phosphonic acid cyclic anhydride and the compound of formula g has 
the R-configuration, the compound of formula j has the R-configuration and the 
compound of formula k has the 3a-(R),1-(R) configuration. 

A process for the preparation of the compound of formula Z, 




NHj L-tartrate 



, which comprises reacting the 



Me 




compound of formula g, <9) , with the compound of formula j 

OH 

' ® , in the presence of an organic base, a peptide coupling 

reagent, and a reaction inert solvent at a temperature between about -78 °C to 
about 




NH-Prt 



-20°Ct yield the compound of formula k, ( k ) 

deprotecting the compound of f rmula k t yield the comp und of formula I, 
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v ' ; reading the compound of formula I with L- 

tartaric acid in an alcoholic solvent to yield the compound of formula 2. 

Preferred of the immediately foregoing process is where the peptide 
coupling reagent is 1 -propane phosphonic acid cyclic anhydride and the 
compound of formula g has the R-configuration, the compound of formula j has 
the R-configuration and each of the compounds of formula k, I and Z has the 3a- 
(R),1-(R) configuration. 

A process for the preparation of the compound of formula g, 




, which comprises reacting the compound of formula f , 



L-Tartrate 

® * a base in an inert solvent at a temperature of about 

-50 to -10 °C wherein the chirality of the benzyl group is maintained, to yield the 
compound of formula g. 
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A process for the preparation of th compound of formula c 
<? O 



O-atkyl 




, which comprises reacting the compound of formula b, 



O-alkyi 



, where Prt is an amine protecting group, with an inorganic or 
organic base and benzyl bromide in a reaction inert solvent to yield the compound 
5 of formula c. 

A process for the preparation of the compound of formula f, 
Me 




, which comprises reacting the compound of formula e, 



^ * wrth L-tartaric acid in a reaction inert organic solvent. 

This invention also provides the R.S-enantiomeric mixture, the R- 
1 0 enantiomer or the S-enantiomer of the compound of formula 
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, where Prt is hydrogen or an amine protecting group. 
DETAILED DESCRIPTION OF THE INVENTION 
In general the compounds of formula I or the stereoisomeric mixtures, 
diastereomerically enriched, diastereomerically pure, enantiomerically enriched or 
5 enantiomerically pure isomers, or the pharmaceutical^ acceptable salts and 
prodrugs thereof, utilized in methods of the instant invention can be made by 
processes which include processes known in the chemical arts. 

In the above structural formulae and throughout the instant application, the 
following terms have the indicated meanings unless expressly stated otherwise. 
10 The alkyl groups are intended to include those alkyl groups of the 

designated length in either a straight or branched configuration which may 
optionally contain double or triple bonds. Exemplary of such alkyl groups are 
methyl, ethyl, propyl, isopropyl, butyl, sec-butyl, tertiary butyl, pentyl, isopentyl, 
hexyl, isohexyl, allyl, ethynyl, propenyl, butadienyl, hexenyl and the like. 
15 When the definition Co-alkyl occurs in the definition, it means a single 

covalent bond. 

The alkoxy groups specified above are intended to include those alkoxy 

groups of the designated length in either a straight or branched configuration 

which may optionally contain double or triple bonds. Exemplary of such alkoxy 
20 groups are methoxy, ethoxy, propoxy, isopropoxy, butoxy, isobutoxy, tertiary 

butoxy, pentoxy, isopentoxy, hexoxy, isohexoxy, allyloxy, 2-propynyloxy, 

isobutenyloxy, hexenyloxy and the like. 

The term "halogen" or "halo" is intended to include the halogen atoms 

fluorine, chlorine, bromine and iodine. 
25 The term "halogenated alkyl" is intended to include an alkyl group as 

defined hereinabove substituted by one or more halogen atoms as defined 

hereinabove. 

The term "halogenated cycloalkyl" is intended to include a cycloalkyl group 
substituted by ne or more halogen atoms as d fined h reinab v . 
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The t rm w aryl" is int nded to include ph nyl and naphthyl and aromatic 5- 
and 6-m mb red rings with 1 to 4 het roatoms or fused 5- or 6-memb red bicyciic 
rings with 1 to 4 heteroatoms of nitrogen, sulfur or oxygen. Examples of such 
heterocyclic aromatic rings are pyridine, thiophene (also known as thienyl), furan t 
5 benzothiophene, tetrazole, indole, N-methylindole, dihydroindole, indazole, N- 
fonmylindole, benzimidazole, thiazole, pyrimidine, and thiadiazole. 

The chemist of ordinary skill will recognize that certain combinations of 
heteroatom-containing substituents listed in this invention define compounds 
which will be less stable under physiological conditions (e.g., those containing 

10 acetal or aminal linkages). Accordingly, such compounds are less preferred. 

The expression "prodrug/* refers to compounds that are drug precursors, 
which following administration, release the drug in vivo via some chemical or 
physiological process (e.g., a prodrug on being brought to the physiological pH is 
converted to the desired drug form). Exemplery prodrugs upon cleavage release 

15 the corresponding free acid, and such hydrolyzable ester-forming residues of the 
compounds of this invention include but are not limited to carboxylic acid 
substituents (e.g., R 1 is -(CH 2 ) q C(0) 2 X 6 where X s is hydrogen, or R 2 or A 1 contains 
carboxylic acid) wherein the free hydrogen is replaced by (CrC 4 )aikyl, (Cz- 
C 12 )alkanoyloxymethyl. (C4-C 9 )1-(alkanoyloxy)ethyl, 1 -methyl- 1-(alkanoyloxy)-ethyl 

20 having from 5 to 10 carbon atoms, alkoxycarbonyl-oxymethyl having from 3 to 6 
carbon atoms, 1-(alkoxycarbonyloxy)ethyl having from 4 to 7 carbon atoms, 1- 
methyl-1-(alkoxycarbonyloxy)ethyl having from 5 to 8 carbon atoms, N- 
(alkoxycarbonyl)aminomethyl having from 3 to 9 carbon atoms, 1-(N- 
(alkoxycarbonyl)amino)ethyl having from 4 to 10 carbon atoms, 3-phthalidyl, 4- 

25 crotonolactonyl, gamma-butyrolacton-4-yl, dt-N,N-(CrC2)alkylamino(CrC3)alkyl 
(such as p-dimethylaminoethyl), carbamoyl-(Ci-C 2 )alkyl, N.N-dKd-Cz)- 
alkylcarbamoyHCi-C^alkyl and piperidino-, pyrrolidino- or morpholino(C2-C 3 )alkyl. 

Other exemplary prodrugs release an alcohol of formula I wherein the free 
hydrogen of the hydroxy! substituent (e.g., R 1 contains hydroxyl) is replaced by 

30 (C r C 6 )alkanoyloxymethyl, l-ftd-CeJalkanoyloxyJethyl, 1-methyM-((C,- 
C 6 )alkanoyl- oxy)ethyI, (C r C6)alkoxycarbonyloxymethyl, N-(C r C 6 )alkoxy- 
carbonylamino-methyl, succinoyl, (C r C 6 )alkanoyl, a-aminofCrC^alkanoyl, 
arylacetyt and ct-aminoacyl, or a-amin acykz-aminoacyl wherein said a-aminoacyl 
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moi ti s ar indep ndently any of the naturally occurring L-amino acids found in 
proteins, P(0)(OH) 2 , -P(0)(0(CrC6)alkyl) 2 or glycosyl (the radical resulting from 
detachment of the hydroxy I of the hemiacetal of a carbohydrate). 

Prodrugs of compounds of formula I where a carboxyl group in a carboxylic 
5 acid of formula I is replaced by an ester may be prepared by combining the 
carboxylic acid with the appropriate alkyl halide in the presence of a base such as 
potassium carbonate in an inert solvent such as DMF at a temperature of about 0 
°C to 100 °C for about 1 to about 24 hours. Alternatively, the acid is combined with 
the appropriate alcohol as solvent in the presence of a catalytic amount of acid 

10 such as concentrated sulfuric acid at a temperature of about 20 °C to 120 °C, 
preferably at reflux, for about 1 hour to about 24 hours. Another method is the 
reaction of the acid in an inert solvent such as THF, with concomitant removal of 
the water being produced by physical (e.g., Dean Stark trap) or chemical (e.g., 
molecular sieves) means. 

15 Prodrugs of compounds of formula I where an alcohol function has been 

derivatized as an ether may be prepared by combining the alcohol with the 
appropriate alkyl bromide or iodide in the presence of a base such as potassium 
carbonate in an inert solvent such as DMF at a temperature of about 0 °C to 100 
°C for about 1 to about 24 hours. Alkanoylaminomethyl ethers may be obtained by 

20 reaction of the alcohol with a bis-(alkanoylamino)methane in the presence of a 
catalytic amount of acid in an inert solvent such as THF, according to a method 
described in US 4,997,984. Alternatively, these compounds may be prepared by 
the methods described by Hoffman et al. in J. Org. Chem. 1994, 59, p. 3530. 

Certain of the above defined terms may occur more than once in the above 

25 formula and upon such occurrence each term shall be defined independently of 
the other. 

Throughout the specification and appendent claims the following 
abbreviations are used with the following meanings: 
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10 



15 



20 



25 



30 



t-butyloxycarb nyl 

BenzotriazoM -yloxytris(dim thylamino) 
phosphonium hexafiuorophosphate 
Benzyloxycarbonyl 
N.N-Carbonyldrimidazole 
Methylene chloride 
Chloroform 

Dicyclohexylcarbodiimide 
Dimethylformamide 
1 -(3-dimethylaminopropyl)-3- 
ethylcarbodiimide hydrochloride 
Ethyl acetate 

9-Fluorenylmethoxycarbonyl 
hours 
Hexane 

1-Hydroxy-7-azabenzotriazole 
Hydroxybenzotriazole hydrate 
High pressure liquid chromatography 
Megahertz 
Mass Spectrum 
Nuclear Magnetic Resonance 
Parathyroid hormone 
Trifluoroacetic acid 
Tetrahydrofuran 
Thin layer chromatography 
Thyrotropin releasing hormone 
2,2,2-Trichloroethoxycarbonyl 
The compounds utilized in a method of the instant invention all have at 
least one asymmetric center as noted by the asterisk in the structural formula I, 
above. Additional asymmetric centers may be present on the molecule depending 
upon the nature of the various substituents on the molecule. Each such 
asymmetric center will produce tw optical isomers and it is intended that all such 
optical isomers, as separat d, pure or partially purifi d optical isom re, racemic 



BOC 
BOP 

CB2 
CDI 
CH 2 CI 2 
CHCI 3 

DCC 
DMF 
EDC 

EtOAc 
FMOC 
h 

Hex 

HOAT 

HOBT 

HPLC 

MHz 

MS 

NMR 

PTH 

TFA 

THF 

TLC 

TRH 

TROC 
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mixtures or diaster omeric mixtures thereof, be included within th scope of the 
instant invention. In the cas of the asymmetric center represent d by the 
asterisk, it has been found that the absolute stereochemistry of the more active 
and, thus, more preferred isomer is shown in formula IA. This preferred absolute 
configuration also applies to formula I. 



o x 4 




(IA) 

With the R 4 substituent as hydrogen, the spatial configuration of the asymmetric 
center corresponds to that in a D-amino acid. In most cases this is also 
designated an R-configuration although this will vary according to the values of R 3 
and R 4 used in making R- or S-stereochemical assignments. 

The compounds of formula I utilized in methods of the instant invention are 
generally isolated in the form of their pharmaceutically acceptable acid addition 
salts, such as the salts derived from using inorganic and organic acids. Examples 
15 of such acids are hydrochloric, nitric, sulfuric, phosphoric, formic, acetic, 
trifluoroacetic, propionic, maleic, succinic, D-tartaric, Lftartaric, malonic, methane 
sulfonic and the like. In addition, certain compounds containing an acidic function 
such as a carboxy can be isolated in the form of their inorganic salt in which the 
counter-ion can be selected from sodium, potassium, lithium, calcium, magnesium 
20 and the like, as well as from organic bases. 

The pharmaceutically acceptable salts are formed by taking about 1 
equivalent of a compound of formula I and contacting it with about 1 equivalent of 
the appropriate corresponding acid of the salt which is desired. Work-up and 
isolation of the resulting salt is well-known to those of ordinary skill in the art 
25 The present invention includes within its scope pharmaceutical 

compositions comprising, as an active ingredient, an insulin resistance treating 
amount of at least one of the compounds of f rmula I in association with a 
pharmaceutically acceptable carrier. Further, the present invention includes within 
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its scope pharmac utical compositions comprising, as an active ingredi nt, at I ast 
one alpha-2 adrenergic ag nist and at least one of the compounds of formula I in 
association with a pharmaceutically acceptable carrier. Optionally, the 
pharmaceutical compositions can further comprise an anabolic agent in addition to 
5 at least one of the compounds of formula I or another compound which exhibits a 
different activity, e.g., an antibiotic growth permittant or with other pharmaceutically 
active materials wherein the combination enhances efficacy and minimizes side 
effects. 

Assay for stimulation of GH release from rat pituicvtes 

10 Compounds that have the ability to stimulate GH secretion from cultured rat 

pituitary cells are identified using the following protocol. This test is also useful for 
comparison to standards to determine dosage levels. Cells are isolated from 
pituitaries of 6-week old male Wistar rats. Following decapitation, the anterior 
pituitary lobes are removed into cold, sterile Hank's balanced salt solution without 

15 calcium or magnesium (HBSS). Tissues are finely minced, then subjected to two 
cycles of mechanically assisted enzymatic dispersion using 10 U/mL bacterial 
protease (EC 3.4.24.4, Sigma P-6141, St Louis, Missouri) in HBSS. The tissue- 
enzyme mixture is stirred in a spinner flask at 30 rpm in a 5% C0 2 atmosphere at 
about 37 °C for about 30 min., with manual trituration after about 15 min. and 

20 about 30 min. using a 10-mL pipet This mixture is centrifuged at 200 x g for about 
5 min. Horse serum (35% final concentration) is added to the supernatant to 
neutralize excess protease. The pellet is resuspended in fresh protease (10 U/mL), 
stirred for about 30 min. more under the previous conditions, and manually 
triturated, ultimately through a 23-gauge needle. Again, horse serum (35% final 

25 concentration) is added, then the cells from both digests are combined, pelleted 
(200 x g for about 15 min.), resuspended in culture medium (Dulbecco's Modified 
Eagle Medium (D-MEM) supplemented with 4.5 g/L glucose, 10% horse serum, 
2.5% fetal bovine serum, 1% non-essential amino acids, 100 U/mL nystatin and 50 
mg/mL gentamycin sulfate, Gibco, Grand Island, New York) and counted. Cells 

30 are plated at 6.0-6.5x1 0* cells per cm 2 in 48-well Costar™ (Cambridge, 
Massachusetts) dishes and cultured for 3-4 days in culture medium. 

Just prior to GH s cretion assay, culture w Us are rinsed twice with release 
medium, then equilibrated for ab ut 30 minutes in rel ase medium (D-MEM 
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buff red with 25 mM Hepes, pH 7.4 and containing 0.5% bovine s rum albumin at 
37 °C). Test compounds are dissolved in DMSO, then diluted into pre-warm d 
release medium. Assays are run in quadruplicate. The assay is initiated by 
adding 0.5 mL of release medium (with vehicle or test compound) to each culture 
5 well. Incubation is earned out at about 37 °C for about 15 minutes, then 
terminated by removal of the release medium, which is centrifuged at 2000 x g for 
about 15 minutes to remove cellular material. Rat growth hormone concentrations 
in the supematants are determined by a standard radioimmunoassay protocol 
described below. 

10 Measurement of rat growth hormone 

Rat growth hormone concentrations were determined by double antibody 
radioimmunoassay using a rat growth hormone reference preparation (NIDDK- 
rGH-RP-2) and rat growth hormone antiserum raised in monkey (NIDDK-anti-rGH- 
S-5) obtained from Dr. A. Parlow (Harbor-UCLA Medical Center, Torrence, CA). 

15 Additional rat growth hormone (1.5U/mg, #G2414, Scripps Labs, San Diego, CA) 
is iodinated to a specific activity of approximately 30 uCi/ug by the chloramine T 
method for use as tracer. Immune complexes are obtained by adding goat 
antiserum to monkey IgG (ICN/Cappel, Aurora, OH) plus polyethylene glycol, MW 
10,000-20,000 to a final concentration of 4.3%; recovery is accomplished by 

20 centrifugation. This assay has a working range of 0.08-2.5 ug rat growth hormone 
per tube above basal levels. , 

Assay for Exoo enouslv-Stimulated Growth Hormone Release in the Rat after 
Intravenous Administration of Test Compounds 

Twenty-one day old female Sprague-Dawley rats (Charles River 

25 Laboratory, Wilmington, MA) are allowed to acclimate to local vivarium conditions 
(24 °C, 12 hr light, 12 hr dark cycle) for approximately 1 week before compound 
testing. All rats are allowed access to water and a pelleted commercial diet 
(Agway Country Food, Syracuse NY) ad libitum. The experiments are conducted 
in accordance with the NIH Guide for the Care and Use of Laboratory Animals. 

30 On the day of the experiment, test compounds are dissolved in vehicle 

containing 1% ethanol, 1 mM acetic acid and 0.1% bovine serum albumin in 
saline. Each test is conducted in three rats. Rats are weigh d and anesthetized 
via intraperitoneal injection f sodium pentobarbital (N mbut I®, 50 mg/kg b dy 
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weight). Fourt n minutes after anesthetic administration, a blood sample is taken 
by nicking the tip of the tail and allowing th blood to drip into a microcentrifuge 
tube (baseline blood sample, approximately 100 ul). Fifteen minutes after 
anesthetic administration, test compound is delivered by intravenous injection into 
5 the tail vein, with a total injection volume of 1 mLAg body weight. Additional blood 
samples are taken from the tail at 5, 10 and 15 minutes after compound 
administration. Blood samples are kept on ice until serum separation by 
centrifugation (1430xg for 10 minutes at 10°C). Serum is stored at -80 °C until 
serum growth hormone determination by radioimmunoassay as described above. 

1 0 Assessment of Exoaeno uslv-Stimulated Growth Hormone Release in the Poo after 
Oral Administration 

On the day of dosing, the test compound is weighed out for the appropriate 
dose and dissolved in water. Doses are delivered at a volume of 0.5-3 mLAg by 
gavage to 2-4 dogs for each dosing regimen. Blood samples (5 mL) are collected 

15 from the jugular vein by direct vena puncture pre-dose and at 0.17, 0.33, 0.5, 0.75, 
1, 2, 4, 6, 8 and 24 hours post dose using 5 mL vacutainers containing lithium 
heparin. The prepared plasma is stored at -20 °C until analysis. 
Measurement of Canine Growth Hormone 

Canine growth hormone concentrations are determined by a standard 

20 radioimmunoassay protocol using canine growth hormone (antigen for iodination 
and reference preparation AFP-1983B) and canine growth hormone antiserum 
raised in monkey (AFP-2 1452578) obtained from Dr. A. Parlow (Harbor-UCLA 
Medical Center, Torrence, CA). Tracer is produced by chioramine T-iodination of 
canine growth hormone to a specific activity of 20-40 uCi/ug. Immune complexes 

25 are obtained by adding goat antiserum to monkey IgG (ICN/Cappel, Aurora, OH) 
plus polyethylene glycol, MW 10,000-20,000 to a final concentration of 4.3%; 
recovery is accomplished by centrifugation. This assay has a working range of 
0.08-2.5 ug canine GH/tube. 

Assessment of Canine Growth Hormone and Insulin-Like Growth Factor-1 Levels 
30 in the doo after chronic oral administration 

The dogs receive test compound daily for either 7 or 14 days. Each day of 
dosing, the test compound is weighed out for th appropriat dose and dissolved 
in wat r. Dos s are delivered at a volume of 0.5-3 ml/kg by gavage t 5 dogs for 
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ach dosing regim n. Blood sampl s are coll ct d at days 0, 3, 7, 10 and 14. 
Blood sampl s (5 ml) ar btained by direct venipuncture of the jugular vein at pre- 
dose, 0.17, 0.33, 0.5, 0.754, 1, 2, 3, 6, 8, 12 and 24 hours post administration on 
days 0, 7 and 14 using 5 ml vacutainers containing lithium heparin. In addition, 
5 blood is drawn pre-dose and 8 hours on days 3 and 10. The prepared plasma is 
stored at -20 °C until analysis. 
Female Rat Study 

This study evaluates the effect of chronic treatment with a GHRP mimetic 
on weight, body composition and non-fasting plasma concentrations of glucose, 

10 insulin, lactate and lipids in estrogen-deficient and estrogen-replete female rats. 
Acute responsiveness of serum GH levels to i.v. administration of the GH releasing 
agent was assessed on the last day of dosing. Body weight was monitored weekly 
throughout the treatment period; additionally, body composition and plasma levels 
of glucose, insulin, lactate, cholesterol and triglycerides were assessed at the end 

15 of treatment 

Virgin female Sprague-Dawley rats were obtained from Charles River 
Laboratories (Wilmington, MA) and underwent bilateral ovariectomy (Ovx) or 
sham-surgery (Sham) at approximately 12 weeks of age. For sham surgeries, 
ovaries were exteriorized and replaced into the abdominal cavity. Following 

20 surgery the rats were housed individually in 20 cm x 32 cm x 20 cm cages under 
standard vivarium conditions (about 24 °C with about 12 hours light/12 hours dark 
cycte). All rats were allowed free access to water and a pelleted commercial diet 
(Agway ProLab 3000, Agway Couniry Food, Inc., Syracuse, NY). The experiment 
was conducted in accordance with NIH Guidelines for the Care and Use of 

25 Laboratory Animals. 

Approximately seven months post-surgery, Sham and Ovx rats were 
weighed and randomly assigned to groups. Rats were dosed daily by oral gavage 
with 1 mL of either vehicle (1% ethanol in distilled-deionized water), 0.5 mg/kg or 5 
mg/kg of a growth hormone releasing agent for 90 days. Rats were weighed at 

30 weekly intervals throughout the study. Twenty-four hours after the last oral dose, 
the acute response of serum growth hormone (GH) to test agent was assessed by 
the following procedure. Rats were anesthetized with sodium p ntobarbital 50 
mg/kg. Anesth tized rats were weigh d and a bas line blood sample (-100 ul) 
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was collected from the tail v in. Test agent (growth hormone releasing agent or 
vehicle) was then administered intravenously via the tail vein in 1 mL 
Approximately ten minutes after injection, a second 100 ul blood sample was 
collected from the tail. Blood was allowed to clot at about 4 °C t then centrifuged at 
5 2000xg for about 10 minutes. Serum was stored at about -70 °C. Serum growth 
hormone concentrations were determined by radioimmunoassay as previously 
described. Following this procedure, each anesthetized rat underwent whole body 
scanning by dual-energy X-ray absorptiometry (DEXA, Hologic QDR 1000/W, 
Waltham MA). A final blood sample was collected by cardiac puncture into 
10 heparinized tubes. Plasma was separated by centrifugation and stored frozen as 
described, above. 

Plasma insulin is determined by radioimmunoassay using a kit from Binax 
Corp. (Portland, Maine). The interassay coefficient of variation is £ 10%. Plasma 
triglycerides, total cholesterol, glucose and lactate levels are measured using 

15 Abbott VP™ and VP Super System® Autoanaiyzer (Abbott Laboratories, Irving, 
Texas), using the A-Gent™ Triglycerides, Cholesterol and Glucose Test reagent 
systems, and a lactate kit from Sigma, respectively. The plasma insulin, 
triglycerides, total cholesterol and lactate lowering activity of a growth hormone 
releasing peptide (GHRP) or GHRP mimetic such as a compound of formula l ( are 

20 determined by statistical analysis (unpaired t-test) with the vehicle-treated control 
group. 

The compounds of formula I utilized in a method of this invention can be 
administered by oral, parenteral (e.g., intramuscular, intraperitoneal, intravenous or 
subcutaneous injection, or implant), nasal, vaginal, rectal, sublingual, or topical 

25 routes of administration and can be formulated with pharmaceutically acceptable 
carriers to provide dosage forms appropriate for each route of administration. 

Solid dosage forms for oral administration include capsules, tablets, pills, 
powders and granules. In such solid dosage forms, the active compound is 
admixed with at least one inert pharmaceutically acceptable carrier such as 

30 sucrose, lactose, or starch. Such dosage forms can also comprise, as is normal 
practice, additional substances other than such inert diluents, e.g., lubricating 
agents such as magn sium st arate. In the case of capsules, tablets and pills, the 
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dosage forms may also comprise buff ring agents. Tablets and pills can 
additionally b prepared with nt ric coatings. 

Liquid dosage forms for oral administration include pharmaceutically 
acceptable emulsions, solutions, suspensions, syrups, the elixirs containing inert 
5 diluents commonly used in the art, such as water Besides such inert diluents, 
compositions can also include adjuvants, such as wetting agents, emulsifying and 
suspending agents, and sweetening, flavoring and perfuming agents. 

Preparations according to this invention for parenteral administration 
include sterile aqueous or non-aqueous solutions, suspensions, or emulsions. 
10 Examples of non-aqueous solvents or vehicles are propylene glycol, polyethylene 
glycol, vegetable oils, such as olive oil and com oil, gelatin, and injectable organic 
esters such as ethyl oleate. Such dosage forms may also contain adjuvants such 
as preserving, wetting, emulsifying, and dispersing agents. They may be sterilized 
by, for example, filtration through a bacteria-retaining filter, by incorporating 
15 sterilizing agents into the compositions, by irradiating the compositions, or by 
heating the compositions. They can also be manufactured in the form of sterile 
solid compositions which can be dissolved in sterile water, or some other sterile 
injectable medium immediately before use. 

Compositions for rectal or vaginal administration are preferably 
20 suppositories which may contain, in addition to the active substance, excipients 
such as coca butter or a suppository wax. 

Compositions for nasal or sublingual administration are also prepared with 
standard excipients well known in the art 

The dosage of active ingredient in the compositions of this invention may 
25 be varied; however, it is necessary that the amount of the active ingredient be 
such that a suitable dosage form is obtained. The selected dosage depends upon 
the desired therapeutic effect, on the route of administration, and on the duration 
of the treatment. Generally, dosage levels of between 0.0001 to 100 mg/kg of 
body weight daily are administered to humans and other animals, e.g., mammals, 
30 to obtain effective release of growth hormone. 

A preferred dosage range in humans is 0.01 to 5.0 mg/kg of body weight 
daily which can be administered as a single dose or divided into multiple doses. 
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A preferred dosag range in animals oth r than humans is 0.01 to 10.0 
mg/kg of body weight daily which can b administered as a sing! dos or divid d 
into multiple doses. A more preferred dosage range in animals other than humans 
is 0.1 to 5 mg/kg of body weight daily which can be administered as a single dose 
5 or divided into multiple doses. 

The preparation of the compounds of formula I utilized in a method of the 
present invention can be carried out in sequential or convergent synthetic routes. 
Syntheses detailing the preparation of the compounds of formula I in a sequential 
manner are presented in the reaction schemes shown hereinbelow. 

10 Many protected amino acid derivatives are commercially available, where 

the protecting groups Prt, Z 100 and Z 200 are, for example, BOC, CBZ, benzyl, 
ethoxycarbonyl groups, CF 3 C(0)-, FMOC, TROC, trityl or tosyl. Other protected 
amino acid derivatives can be prepared by literature methods. Some 3-oxo-2- 
carboxyl pyrrolidines, and 4-oxo-3-carboxyl piperidines are commercially available, 

15 and many other related pyrrolidines and 4-substituted piperidines are known in the 
literature. 

Many of the schemes illustrated below describe compounds which contain 
protecting groups Prt, Z 100 or Z 200 . Benzyloxycarbonyl groups can be removed by a 
number of methods including, catalytic hydrogenation with hydrogen in the 

20 presence of a palladium or platinum catalyst in a protic solvent such as methanol. 
Preferred catalysts are palladium hydroxide on carbon or palladium on carbon. 
Hydrogen pressures from 1-1000 psi may be employed; pressures from 10 to 70 
psi are preferred. Alternatively, the benzyloxycarbonyl group can be removed by 
transfer hydrogenation. 

25 Removal of BOC protecting groups can be carried out using a strong acid 

such as trifluoroacetic acid or hydrochloric acid with or without the presence of a 
cosolvent such as dichloromethane, ethyl acetate, ether or methanol at a 
temperature of about -30 to 70 °C, preferably about -5 to about 35 °C. 

Benzyl esters of amines can be removed by a number of methods 

30 including, catalytic hydrogenation with hydrogen in the presence of a palladium 
catalyst in a protic solvent such as methanol. Hydrogen pressures from 1-1000 psi 
may be employed; pressures from 10 to 70 psi are preferred. The additi n and 
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r moval of these and other protecting groups ar discuss d by T. Greene in 
Prot ctiv Groups in Organic Synthesis, John Wil y & Sons, N w York, 1981 
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SCHEME 1 




7 



SCHEME 1: The protected amino acid derivatives 1 are in many cases 
5 commercially available, where the protecting group Prt is, for example, BOC, 
FMOC or CBZ groups. Other amino acids can be prepared by literature methods. 

As illustrated in Scheme 1, coupling of amines of formula 2 with protected 
amino acids f f rmula 1, where Prt is a suitabl prot cting group, is conv niently 
10 carried ut in an inert s Ivent such as dichloromethane or DMF by a coupling 
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reag nt such as EDC or DCC in th presenc of HOST or HOAT. In the case 
where the amin is present as th hydrochloride salt, it is pr f rable to add one or 
two equivalents of a suitable base such as triethylamine to the reaction mixture. 
Alternatively, the coupling can be effected with a coupling reagent such as BOP in 
5 an inert solvent such as methanol. Such coupling reactions are generally 
conducted at temperatures of about -30° to about 80 °C, preferably -10° to about 
25 °C. For a discussion of other conditions used for coupling peptides see 
Houben-Weyl, Vol. XV, part II, E. Wunsch, Ed., George Theime Veriag, 1974, 
Stuttgart. Separation of unwanted side products and purification of intermediates 
10 is achieved by chromatography on silica gel, employing flash chromatography (W. 
C. Still, M. Kahn and A. Mitra, J. Org. Chem. 43 2923 1978), by crystallization or 
by trituration. 

Transformation of the compound of formula 3 into intermediates of formula 
4 can be carried out by removal of the protecting group Prt as described above. 
15 Coupling of intermediates of formula 4 to amino acids of formula 5 can be 
effected as described above to give intermediates of formula 6. Deprotection of 
the amine 6 affords compounds of formula 7. 
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SCHEME 2: Alternatively, compounds of formula 7 can be prepared by. a 
convergent route as shown in Scheme 2. Intermediate esters of formula 8 can be 
prepared by treating amino acids 1, where Prt is a suitable protecting group, with a 
base such as potassium carbonate followed by an alkyl halide such as 
iodomethane in a suitable solvent such as DMF. Deprotection of the amine 
transforms 8 into 9. Alternatively, many amino acids of formula 9 are commercially 
available. Intermediate 10 is generated by coupling 9 to amino acid 5. The ester 
of intermediate 10 can be converted to intermediate acid 11 by a number of 
methods known in the art; for example, methyl and ethyl esters can be hydrolyzed 
with lithium hydroxide in a protic solvent such as aqueous methanol or aqueous 
THF at a temperature f ab ut -20° to 120 °C, pref rably about 0° to 50 °C. In 
additi n t removal of a b nzyl group can b accomplish d by a number of reductiv 
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10 



m th ds including hydrog nation in the presence of platinum or palladium catalyst 
in a protic s fv nt such as m thanol. Acid 11 can then b coupled to amine 2 to 
give intermediates of formula 6. Transformation of 6 to 7 can be achieved by 
removal of the protecting group Z 200 . 

SCHEME 3 
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SCHEME 3: The esters of formula 6 can be converted to intermediate acids of 
formula 13 by a number of methods known in the art; for example, methyl and 
ethyl esters can .be hydrolyzed with lithium hydroxide in a protic solvent such as 
aqueous methanol or aqueous THF at a temperature of about -20° to 120 °C, 
preferably about 0° to 50 °C. In addition, removal of a benzyl group can be 
accomplished by a number of reductive methods including hydrogenation in the 
presence of platinum or palladium catalyst in a protic solvent such as methanol. 
Coupling the acid 13 to amin 16 g nerates th intermediates of formula 14. 
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Transformation of 14 to 15 can b achieved by removal of th prot cting group 

2^200 
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SCHEME 4: Esters of formula 17 can be prepared by treating an acid of formula 5 
with hydroxysuccinimide in the presence of a coupling agent such as EDC in an 
inert solvent such as methylene chloride as illustrated in Scheme 4. Treatment of 
an ester 17 with an amino acid of formula 1 in a solvent such as dioxane, THF or 
DMF in the presence of a base such as diisopropylethylamine produces 11. 

SCHEME 5 
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SCHEME 5: As illustrated in Scheme 5, alkylation of the diphenyloxazinone of 
formula 18 with cinnamy! bromide in the presence of sodium 
bis(trimethylsilyl)amide generates 19 which is then converted to the desired (D)-2- 
amino-5-phenylpentanoic acid 20 by removing the protecting group (Prt) and 
hydrogenation over a PdCl2 catalyst. 
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SCHEME 6 
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SCHEME 6: Treatment of an ester of formula 21 with a base such as sodium 
hydride in a solvent such as DMF followed by an alkyl halide 22 generates a 
5 compound of formula 23 as illustrated in Scheme 6. Treating a compound of 
formula 23 with a hydrazine of formula 24 such as hydrazine or methyl-hydrazine 
in a solvent such as refluxing ethanol, followed by concentration and heating the 
residue in toluene at temperatures at or near reflux results in a compound of 
formula 25. Alternatively, 23 can b treated with a salt of a hydrazine in the 
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presence of sodium acetat in refiuxing thanol to give 25. D prot ction of the 
amin g nerates a compound of formula 28. Thioamid s of formula 26 can b 
formed by treating 25 with Lawesson's reagent in refiuxing toluene or benzene. 
Removal of the protecting group transforms 26 into 27. 
5 SCHEME 7 
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Z 100 



25 28 
SCHEME 7: Treatment of a compound of formula 21 with a hydrazine of formula 
24 in a solvent such as refiuxing ethanol, followed by concentration and heating 
the residue in toluene at temperatures at or near reflux results in compounds of 
10 formula 29. Alternatively, 21 can be treated with a salt of a hydrazine in the 
presence of sodium acetate in refiuxing ethanol to give 29. The amide of formula 
29 can be treated with a base such as sodium hydride in a solvent such as DMF 
followed by an alkyl haiid to give 25. Deprotection of the amine generates a 
comp und of formula 28. 
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SCHEME 8 
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SCHEME 8: Reaction of a ketoester of formula 30 with a chiral amine such as 
alpha-methyibenzylamine with a suitable aldehyde such as formaldehyde, or 
reaction of a vinyl ketoester of formula 31 with a chiral amine such as aipha- 
methylbenzylamine with a suitable aldehyde such as formaldehyde, affords a 
compound of formula 32 via a double Mannich reaction. Reaction of 32 with a 
hydrazine g nerat s a chiral compound of formula 33. Deprotection of the 
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nitrogen with hydrog n and a suitable catalyst such as palladium affords 
compounds of formula 34. 
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SCHEME 9; Treatment of a compound of formula 81 with a reducing ag nt such 
as sodium borohydrid and protection of the nitrogen affords a compound of 
formula 82. Protection of the alcohol affords 83. Saponification of the ester 
affords a compound of formula 84. Reaction of 84 with thionyl chloride followed 
by treatment with diazomethane affords the homologated acid of formula 85. 
Esterification of 85 affords a compound of formula 86, which is O-deprotected to 
give 87. Oxidation of 87 affords a ketone of formula 88. Reaction of 88 with a 
hydrazine, followed by nitrogen deprotection affords a compound of formula 44. 

SCHEME 10 
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SCHEME 10: Treatment of a compound of formula 35 with a base such as 
sodium hydride in a solvent such as DMF followed by treatment with 
diethylcarbonate generates the ethyl ester of compound 36. Deprotection of the 
15 amine transforms 36 into 37. 1 
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SCHEME 11: Treatment of a malonic ester of formula 38 with a base such as 
sodium hydride in a solvent such as DMF and subsequent hydrogenolysis of the 
benzyl group with hydrogen and a catalyst such as palladium in a suitable solvent 
such as methanol produces the ester of formula 39. Deprotection of the amine 
generates compounds of formula 40. 
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SCHEME 12: Treatment of a ketone of formula 41 with a secondary amine such 
5 as piperidine in a suitable solvent such ( as benzene with removal of water affords 
an enamine of formula 42. Alkyfation of the enamine with an alpha-haloester such 
as ethylbromoacetate in a suitable solvent such as benzene or THF using a 
suitable base such as LDA or NaNfSiMe^ affords a ketoester of formula 43. 
Reaction with a hydrazine of formula 24 affords the compound of formula 44. 
10 Deprotection of the nitrogen affords compounds of formula 45. 



WO 98/58949 



-45- 



PCT/IB98/00876 



SCHEME 13 




Scheme 13: Treatment of a ketoester of formula 37 with an iodonium salt such as 
diphenyliodonium trifluoroacetate in a suitable solvent such as t-butanol generates* 
5 a ketoester of formula 46. Reaction of 46 with a hydrazine generates a compound 
of formula 47. Deprotection of the nitrogen affords compounds of formula 48, see 
Synthesis, (9), 1984 p. 709 for a detailed description. 
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SCHEME 14: Treatment of a ketoester of formula 37 with an olefin such as 
acryionitrile generates a ketoester of formula 49. Reaction of 49 with a hydrazine 
generates a compound of formula 50. Deprotection of the nitrogen affords 
compounds of formula 51 . 
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SCHEME 15: Treatment of a ketoester of formula 37 with allyl bromid and a 
suitabl base such as sodium hydrid in a suitable solv nt such as DMF affords a 
ketoester of formula 52. Reaction of 52 with a hydrazine generates a compound 
of formula 53. Ozonolysis of 53 in a suitable solvent such as methylene chloride 
5 followed by treatment with a reducing agent such as dimethyls ulfide affords an 
aldehyde of formula 54. Oxidation of 54 affords a carboxylic acid of formula 55. 
Curtius rearrangement of 55, followed by hydrolysis of the intermediate isocyanate 
affords a primary amine of formula 56. Treatment of a compound of formula 56 
with an isocyanate or carbamate affords a urea of formula 57. Deprotection of the 
1 0 nitrogen affords compounds of formula 58. 
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SCHEME 16: Treatment of a compound of formula 54 with a primary amine 
affords an imine of formula 59. R duction of a compound of formula 59 affords a 
compound of formula 60. Treatment of a compound of formula 60 with an 
acylating agent affords a compound of formula 61. Deprotection of the nitrogen 
5 affords compounds of formula 62. 



SCHEME 17 




SCHEME 17: Treatment of a compound of formula 54 with a reducing agent such 
as sodium borohydride affords a compound of formula 63. Reaction of 63 with an 
10 acylating agent such as an isocyanate or carbamate affords compounds of 
formula 64. Deprotection of the nitrogen affords compounds of formula 65. 
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SCHEME 18 

R 2 
/ 



R 2 n N 




67 



SCHEME 18: Treatment of a compound of formula 63 with a phosphine such as 
triphenyl phosphine and an azo compound such as diethylazodicarboxylate and an 
5 oxindoie affords a compound of formula 66. Deprotection of the nitrogen affords 
the compound of formula 67. 
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SCHEME 19 




SCHEME 19: Treatment of a ketoester of formula 37 with a chiral diol and acid 
catalyst with removal of water in a suitable solvent such as benzene affords a 
5 chiral ketal of formula 68. Alkylation of 68 with an alkyl halide in the presence of a 
base such as LDA followed by acid-catalyzed hydrolysis of the ketal affords chiral 
ketoesters of formula 69. Reaction of 69 with a hydrazine generates chiral 
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compounds of formula 70. Deprotection of the nitrogen affords compounds of 
formula 71. 

SCHEME 20 




71 

5 SCHEME 20: Treatment of a ketoester of formula 37 with a chiral amino acid 
ester such as valine t-butyl ester affords a chiral enamine of formula 72. Alkylation 
of 72 with an alkyl halide in the presence of a base such as LDA followed by acid- 
catalyzed hydrolysis of the enamine affords chiral ketoesters of formula 69. 
Reaction of 69 with a hydrazine generates chiral compounds of formula 70. 
1 0 Deprotection of the nitrogen affords comp unds of formula 71 . 
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SCHEME 21 




SCHEME 21: Deprotection of the nitrogen of 25 affords compounds of formula 28. 
Salt formation of 28 with a chiral acid affords a mixture of diastereomeric salts of 
5 formula 73. Crystallization of the diastereomeric salts affords the acid salt of chiral 
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compounds of formula 70. Decomposition of the salt 70 with bas lib rat s chiral 
compounds of formula 71 . 

SCHEME 22 




74 



75 



SCHEME 22: Alkylation of compounds of formula 25 with an allylic acetate in the 
presence of a suitable catalyst such as palladium tetrakis(triphenylphosphine) 
affords compounds of formula 74. Deprotection of the nitrogen affords 
compounds of formula 75, see Tetrahedron (50) p. 515, 1994 for a detailed 
discussion. 
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SCHEME 23 



CQ 2 Et 




O C0 2 Et 

76 



L base, R*X 

2. acid 

3. CH 3 I, base 
(R 1 = benzyl) 



R 1 




COjMe 



77 



R 2 




COsMe 



78 



R 2 





80 

SCHEME 23: Treatment of a ketodiester of formula 76 with an aikyl halide in the 
presence of a base such as sodium hydride followed by acid-catalyzed hydrolysis 
and decarboxylation, followed by esterification with methyliodide and a suitable 
bas affords a compound of formula 77. Reaction of a compound of formula 77 
with a suitabl aldehyde such as formaldehyde and benzylamin affords a 
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compound of formula 78. Reaction of a compound of formula 78 with a hydrazine 
g n rates chiral compounds of formula 79. Deprot ction of th nitrogen affords 
compounds of formula 80. 

SCHEME 24 




SCHEME 24: Treatment of an amine of formula 23 with an acid of formula 1 1 in 
an inert solvent such as dichloromethane or DMF by a coupling reagent such as 
EDC or DCC in the presence of HOST affords compounds of formula 89. 
10 Reaction of compounds of formula 89 with a hydrazine generates compounds of 
formula 6. Deprotection of the nitrogen affords compounds of formula 7. 
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SCHEME 25 




SCHEME 25: Treatment of a hydroxyacetoacetate ester of formula 90 with an 
alkyl halide in the presence of a suitable base such as sodium hydride affords 
5 compounds of formula 91. Reaction of 91 with a hydrazine generates compounds 
of formula 92. O-Alkylation of the carbonyl oxygen of 92 affords 93 which is 
converted to the halide 94. Displacement of the halide X by cyanide ion affords 
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the nitrile 95. R duction of 95 giv s th primary amin 96 which is deprot cted 
and cyclized in th presence of formald hyde to afford 28. 

SCHEME 26 




99 100 ZB 

5 SCHEME 26: Treatment of a beta-keto-protected aminovalerate such as 97 with 
an alkyl halide in the presence of a suitable base such as sodium hydride affords 
. compounds of formula 98. Reaction of compounds of formula 98 with a hydrazine 
generates compounds of formula 99. Deprotection of compounds of formula 99 
affords primary amines of formula 100. Cyclization of compounds of formula 100 
10 in the presence of formaldehyde affords compounds of formula 28. 
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SCHEME 27 




7 
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SCHEME 27: Treatment of the amine of formula 23a with an acid such as 1 in the 
pr sence of EDC and HOAT in a suitabl solvent provides k to-esters of formula 
23b. The keto-ester 23b can be treated with a salt of hydrazine in the presence of 
sodium acetate in refluxing ethanol to give hydrazines of formula 23c. 
5 Deprotection under suitable conditions gives amines of formula 4. Coupling of 
intermediates of formula 4 to amino acids of formula 5 can be effected as 
described above to give intermediates of formula 6. Deprotection of amine 6 
affords compounds of formula 7. 



10 



SCHEME 28 
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(m) (3aR, 1R) 

(I) 
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SCHEME 28: Pit repres nts an amin protecting group that will be known to one 
skill d in th art BOC has b en used for Prt to illustrate the pr f rred protecting 
group but the use of BOC should not be taken as limiting the scope of this 
disclosure- Further, although the scheme illustrates the synthesis of the compound 
5 of formula m using particular isomers, other isomers and/or isomeric mixtures are 
also within the scope the instant disclosure. 
Step A. 

To a solution of 4-oxo-piperidine-3-carboxylic acid ethyl ester hydrochloride 
in a reaction inert organic solvent such as IPE, THF, methylene chloride and 

10 EtOAc with or without water as a cosolvent, preferably IPE and water, is added an 
inorganic or organic base such as TEA, DMAP, an hydroxide or a carbonate, 
preferably TEA, followed by an amine protecting group, preferably (Boc) 2 0. The 
mixture is stirred for about 1-24 hours, preferably overnight, preferably under 
nitrogen. The organic phase is separated and worked-up according to standard 

15 procedures known to those skilled in the art, and concentrated to afford the 
desired product as crystals. 
Step B. 

To a solution of 4-oxo-piperidine-1,3-dicarboxyIic acid 1-terf-butyi ester 3- 
ethyl ester in an organic solvent such as THF, IPE, an alcohol, DNF, or DMSO, 

20 preferably DMF, an inorganic or organic base such as TEA, DMAP, an hydroxide 
or a carbonate, preferably lithium carbonate, is added, followed by benzyl bromide. 
The mixture is heated to about 25-100 °C, preferably 60 °C, and stirred for about 
1-24 hours, preferably 20 hours. The reaction mixture is then cooled to room 
temperature and extracted with an organic solvent such as IPE, toluene, THF or 

25 EtOAc and worked-up according to standard procedures known to those skilled in 
the art to yield the desired compound. 
StepC. 

To a solution of 3-berTzyl-4-oxo-piperidine-1,3-dicarboxylic acid 1-ferf-butyl 
ester 3-ethyl ester in an organic solvent such as an alcohol, THF or toluene is 
30 added methylhydrazine, followed by an acid such as sulfuric acid, HCI, AcOH or 
TsOH, preferably acetic acid at about 0 °C to room temperature. The reaction 
mixture is h at d slowly to about 40-100 °C, preferably about 65 °C and stirred for 
about 3-10 h urs, pref rably about 7.5 hours. Aft r cooling to room temperature, 
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the organic lay r is wash d with 10% sodium bicarbonate and worked-up 
according to standard procedures known to those skilled in the art and 
concentrated to yield the desired compound. 
Step D. 

5 The concentrated solution from step C is mixed with an organic solvent 

such as IPE, cooled to about -10-10 °C, preferably 0 °C, an acid such as MeSGsK 
TFA or HCI, preferably HCI gas, is introduced repeatedly and stirred at room 
temperature until the hydrolysis is complete. The mixture is concentrated, an 
organic solvent such as methylene chloride, IPE or THF is added, followed by a 
10 base such as a hydroxide, a carbonate, preferably NH 4 OH. The mixture is then 
extracted with methylene chloride, IPE or THF and concentrated to yield the 
desired compound. 
Step E. 

To a solution of 3a-benzy]-2-methyl-2,3a,4,5 1 6,7-hexahydro-pyra2olo[4,3- 
15 c]pyridin-3-one in a mixture of acetone/water (1% to 11% water, preferably 5% 
water in acetone) is added L-tartaric acid. The mixture is heated to 25-60 °C, 
preferably about 50 °C, and stirred, preferably overnight. The reaction mixture is 
cooled to preferably about 10-15 °C and precipitates are filtered, washed with cold 
acetone/water and dried to yield the desired compound. 
20 Step G. 

, 2-Aminoisobutyric acid, a base such as a hydroxide', preferably 1N NaOH, 
(Boc^O and an organic solvent such as THF, IPE or dioxane are mixed together 
and stirred at room temperature overnight. The reaction mixture is diluted with 
organic solvent such as ethyl acetate and adjusted to about pH 3 to 7 by adding 
25 an aqueous acid such as HCI. The organic phase is separated and worked-up 
according to standard procedures known to those skilled in the art to yield the 
desired compound. 
Step H. 

To a solution of 2-amino-3-benzyloxy-propionic acid in water and an 
30 inorganic or organic base, preferably TEA, is added 2-terf-butoxycarbonylamino-2- 
methyl-propionic acid 2,5-dioxo-pyrrolidin-1-yl ester in an organic solvent such as 
THF. Th mixture is stirr d preferably overnight at preferably room temperature, 
pref rably und r nitrogen. An aqueous acid such as 10% citric acid solution is 
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added to the mixture. Th mixture is stirred for sev ral minutes, th n diluted with 
an organic solvent such as ethyl acetate. The organic phase is separat d from the 
mixture and worked-up according to standard procedures known to those skilled in 
the art and then concentrated to yield the desired compound. 
5 Steps F and I. 

To a solution of 3a-(R)-benzyl-2-methyl-2,3a,4,5 1 6 1 7-hexahydro- 
pyrazolo[4,3-c]pyridin-3-one, L-tartrate in organic solvent such as ethyl acetate at 
about -78 to -20 °C, preferably about -66 °C, is added a base such as TEA. The 
mixture is stirred for 1-24 hours, preferably about 1.5 hours. After removal of the 

10 precipitated salt, 3-benzyloxy-2-(2-terf-butoxycarbonylamino-2-methyl- 
propionylamino)-propionic acid and a base such as TEA are added at about -50 to 
0 °C, preferably about -35 °C, followed by the addition of a peptide coupling 
reagent, preferably 50% 1 -propane phosphonic acid cyclic anhydride (PPAA) in 
ethyl acetate. The mixture is stirred for about 1-6 hours, preferably about 2 hours 

15 at -50 to 0 °C, preferably about .20 °C to about -27 °C, then the temperature was 
slowly raised to preferably about 0 °C. The reaction mixture is poured into water 
and extracted with an organic solvent such as IPE and the organic layer is 
separated and worked-up according to standard methods known to those skilled in 
the art to yield the desired compound. 

20 Step J. 

To a solution of {1-[2-(3a-(R)-benzyl-2rmethyl-3-oxo-2, 3,38,4,6,7- 
hexahydro-pyra20lo[4 > 3-c]pyridin-5-yl)-1-(R)-benzyloxymethyl-2-oxo- 
ethylcarbamoyl]-1-methyl-ethyi}-carbamic acid ferf-butyl ester in an organic solvent 
such as methylene chloride at about -10 to 10 °C, preferably about 0-5 °C. is 

25 added TFA, preferably the temperature is maintained below about 5°C. The 
temperature is then raised to room temperature. The mixture is stirred for about 1- 
6 hours, preferably about 3 hours. Methylene chloride is replaced with another 
organic solvent such as ethyl acetate. The mixture is then adjusted to about pH 7 
to pH 9, preferably pH 8, with an aqueous base such as saturated sodium 

30 bicarbonate solution and then worked-up according to standard methods known to 
those skilled in the art to yield the desired compound. 
StepK. 



WO 98/58949 



-65- 



PCT/IB98/00876 



To a solution of 2-amino-N-[2-(3a-(R)-ben2yI-2-methy!-3-oxo-2 I 3 ) 3a,4 ) 6,7- 
hexahydro-pyrazolo[4,3-cJpyridin-5-yl)-1-(R)-benzyloxymethyl-2-oxo- thyl]-2- 
methyl-propionamide from step I in an alcohol such as methanol is added L-(+)- 
tartaric acid and the mixture is stirred overnight. The resulting solution is filtered 
5 and concentrated. An organic solvent such as IPE or ethyl acetate is added and 
the remaining alcohol is removed azeotropically. The solid that is isolated is 
dissolved in ethyl acetate and the solution is refluxed, then allowed to cool to room 
temperature to yield crystals of the desired product.. 

The following examples are provided for the purpose of further illustration 

10 only and are not intended to be limitations on the disclosed invention. 
General Experimental Procedures: 

Amicon silica 30 nM, 60 A pore size, was used for column chromatography. 
Melting points were taken on a Buchi 510 apparatus and are uncorrected. Proton 
and carbon NMR spectra were recorded on a Varian XL-300, Bruker AC-300, 

15 Varian Unity 400 or Bruker AC-250 at 25 °C. Chemical shifts are expressed in 
parts per million down field from trimethylsilane. Particle beam mass spectra were 
obtained on a Hewlett-Packard 5989A spectrometer using ammonia as the source 
of chemical ionization. For initial sample dissolution, chloroform or methanol was 
employed. Liquid secondary ion mass spectra (LSIMS) were obtained on a Kratos 

20 ConcepMS high resolution spectrometer using cesium ion bombardment on a 
sample dissolved^ in a 1;5 mixture of dithioerythritol and dithiothreitol or in a 
thioglycerol matrix. For initial sample dissolution chloroform or methanol was 
employed. Reported data are sums of 3-20 scans calibrated against cesium 
iodide. TLC analyses were performed using E. Merck Kieselgei 60 F254 silica 

25 plates visualized (after elution with the indicated solvent(s)) by staining with 15% 
ethanolic phosphomolybdic acid and heating on a hot plate. 

General Procedure A (Peptide coupling using EDC): A 0.2-0.5 M solution 
of the primary amine (1.0 equivalent) in dichloromethane (or a primary amine 
hydrochloride and 1.0-1.3 equivalents of triethylamine) is treated sequentially with 

30 1.0-1.2 equivalents of the carboxylic acid coupling partner, 1.5-1.8 equivalents 
hydroxybenzotriazole hydrate (HOBT) or HOAT and 1.0-1.2 equivalents 
(stoichiom trically equivalent to th quantity of carboxylic acid) 1-(3- 
dimethyIaminopropyl)-3- thylcarbodiimide hydrochloride (EDC) and the mixture is 
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stirred overnight in an ice bath (the ic bath is allow d to warm, thus th reaction 
mixture is typically h Id at about 0-20 °0 for about 4-6 h and about 20-25 °C for 
the remaining period). The mixture is diluted with ethyl acetate or other solvent as 
specified, and the resulting mixture washed twice with 1N NaOH, twice with 1N 
5 HCI (if the product is not basic), once with brine, dried over Na2S04, and 
concentrated giving the crude product which is purified as specified. The 
carboxylic add component can be used as the dicyciohexylamine salt in coupling 
to the primary amine or hydrochloride of the latter; in this case no triethylamine is 
employed. 

10 Example 1 

2-Amino-N-l1(RVbenzvloxvmethvl -2-f3a-(RVf4-fluoro-benzvh-2-methvl-3-oxo- 

2,3 l 3a,4,6,7-hexahvdro-ovrazolo r4.3-c1ovridin-5-vl1-2-oxo-ethvlVisobutvramide 
hydrochloride and 

2-Amino-N-l1(RV benzvloxvmethvl-2-r3a-(SV(4-fiuoro-benzvh-2-methvl-3-oxo- 

15 2 1 3.3a,4.67-hexahvdro-ovi^olor4.3-c1 ovridin-5-vn-2-oxo-ethvn-isobutvramide 
hydrochloride 

^- 4-Oxo-piperidine-1.3-di carboxvlic acid 1-tert-butvl ester 3-ethvl ester 
A mixture of 8.00 g (38.5 mmol) of 4-oxo-piperidine-3-carboxylic acid ethyl ester 
hydrochloride, 9.23 g (42.4 mmol) of di-tert-butyldicarbonate, and 3.89 g (38.5 
20 mmol) of triethylamine in 150 mL of THF was stirred at room temperature for about 
72 h. The mbcture was concentrated and the residue was, dissolved in ethyl, 
acetate and washed three times each with 10% aqueous HCI, saturated aqueous 
sodium bicarbonate solution, and brine, dried over MgSC>4, and concentrated to 
give 10.0 g of 1 A as a white solid. MS (CI, NH3) 272 (MH + ). 

25 B - 3-(R,SW4-Fluoro-benzv n-4-oxo-piDeridine-1.3-dicarboxvlic acid 1-tert-butvl 
ester 3-ethvl ester 

To a solution of 2.00 g (7.4 mmol) 1A in 10 mL of DMF was added 282 mg (7.4 
mmol) of sodium hydride (60% oil dispersion) and the mixture was stirred at room 
temperature for about 15 min. A solution of 1.39 g (7.4 mmol) 4-fluorobenzyl 
30 bromide in 7 mL of DMF was added to the stirring solution and the mixture was 
stirred for about 72 h at room temperature. The mixture was diluted with ethyl 
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acetate and washed once with water and four tim s with brine, dried ov r MgS04, 
and concentrated to give 2.8 g of 1B. MS (CI, NH3) 380 (MH + ). 

C. 3a-(R.S>-f4-Fluoro-benzv])-2-methvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 
Pvrazolor4.3-c1ovridine-5-carboxvlic acid tert-butvl ester 
5 A mixture of 2.54 g (6.7 mmol) of 1B and 309 mg (6.7 mmol) of methylhydrazine in 
100 mL of ethanol was heated at reflux for about 8 h. The mixture was 
concentrated and the residue was dissolved in 100 mL toluene and heated at 
reflux for about 17 h. The mixture was concentrated and the residue was purified 
by silica gel chromatography using an elution gradient of (18:82 v/v ethyl 
10 acetaterhexane) to (75:25 v/v ethyl acetate:hexane) to give 1.0 g of 1C as a clear 
colorless oil. MS (CI, NH3) 362 (MH + ). 

D - 3a-(R.SV(4-Fiuoro-benzvl V2>methvl-2.3a.4.5.6.7-hexahvdro-DvragolQf4 i a- 
clpvridin-3-one trifluoroacetate 

To 1.00 g (2.8 mmol) of 1C was added 10 mL of trifluoroacetic acid at about 0 °C 
15 and the mixture was stirred for about 1 h. Ethyl acetate was added and the 
mixture was concentrated to give 1.0 g of 1D. MS (CI, NH3) 263 (MH + ). 

E * (RV3-Bergvloxv-2-f2-t ert-butoxvcarbonvlamino-2-methvl-propionvlaminoV 
propionic acid 

To 1.83 g (6.2 mmol) of N-t-BOC-O-benzyl-D-serine in 35 mL of DMF was added 
20 1.02g (7.4 mmol) of potassium carbonate followed by o.92g (6.5 mmol) of 
iodomethane. The mixture was stirred overnight at about 24 °C under an 
atmosphere of nitrogen. The reaction mixture was diluted with 200 mL of water, 
and extracted three times with ethyl acetate. The combined organics were 
washed five times with water and once with brine, dried over MgS04 and 
25 concentrated. The crude (R)-3-benzyloxy-2-tert-butoxycarbonyl-amino-propionic 
acid methyl ester was dissolved in 15 mL of cold trifluoroacetic acid at about 0 °C 
and the mixture was stirred for about 2 h. The mixture was concentrated and the 
residue was diluted with 1N NaOH and extracted three times with ethyl acetate. 
The combined organic extracts were washed with brine and dried over Na2S04 to 
30 give 0.84 g (4.02 mmol) of the resulting (R>2-amino-3-benzyloxy-propionic acid 
methyl ster which was coupled to 0.81 g (4.02 mmol) of N-t-BOC-a-methylalanin 
to giv 1.80 g f (R)-3-benzyloxy-2-(2-tert-butoxycarbonylamino-2-m thyf- 
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propi nyiamino)-propionic acid m thy! ester. Th crude product was dissolved in 
20 mL of 4:1 THRwater and a solution of 335 mg (7.98 mmol) of lithium hydroxid 
hydrate in 1 mL of water was added to the solution and the mixture was stirred 
overnight at room temperature. The mixture was concentrated and the residue 
5 was diluted with ethyl acetate and acidified with aqueous HCl and extracted three 
times with ethyl acetate. The organic extracts were combined and washed once 
with brine, dried over Na2S04 and concentrated to give 1.60 g of 1E as an oil 

which solidified on standing. 1 H NMR (CDCI3 300 MHz) 8 7.30 (m, 5H), 7.10 (d ( 
1H), 5.07 (bs, 1H), 4.68 (m, 1H), 4.53 (q, 2H) 4.09 (m, 1H), 3.68 (m, 1H), 1.3-1.5 
10 (m, 15H). 

F. (1-l1fRVBenzvioxvmethvl-2-r3a-fR.SM4-fluoro-benzvn-2-methvl-3-oxo- 
2.3.3a.4.6.7-hexah vdro-p^zolor4.3-clDvridin-5>vl1-2-oxo-ethvlcarbamovlV1- 
methvl-ethvlVcarbamic acid tert-butvl ester 

According to the method outlined in General Procedure A, 193 mg (0.51 mmol) of 
15 1D and 196 mg (0.51 mmol) of 1E were coupled to give a mixture of 
diastereomers. The residue was purified by silica gel chromatography using an 
elution gradient of (1:1 v/v ethyl acetate: hexane) to 100% ethyl acetate to give 60 
mg of less polar 1F isomer 1 and 100 mg of more polar 1F isomer 2. MS (CI, 
NH3) 624 (MH + ) for both isomers. 

20 G. 2-Amino-N41(RVbenzvloxvmethvl-2-r3a-(R)-(4-fluoro-benzvl)-2-methvl-3- 
oxo-2.3.3a.4.6.7-hexahvdro-DvrazotoM,3-clpVTidin-5-vh-2-oxo- 
ethvlVisobutvramide hydrochloride 

To 60 mg (0.10 mmol) of 1F isomer 1 in 10 mL of ethanol was added 4 mL of 
concentrated HCl and the mixture was stirred at room temperature for about 2 h. 
25 The mixture was concentrated and the residue was precipitated from 
ethanol/hexane to give 50 mg of 1G isomer 1 as a white powder. MS (CI, NH3) 

524 (MH + ). 1HNMR (CD3OD): (partial) 5 7.32 (m, 5 H), 7.12 (m, 2 H) ( 6.91 (m ( 2 

H), 5.15 (m, 1 H), 4.54 (s t 2 H), 3.78 (m, 2 HJ3.02 (m, 7 H), 2.66 (m, 2 H), 1.57 (s, 
6H). 

3 ° H. 2-Amino-N41 fRVbenzvloxvmethvl-2-r3a-(SVf4-fluoro-benzvh-2-methvl-3. 
oxo-2.3.3a.4.6.7- hexahvdro-Dvrazolor4.3-clPvridin-5-vn-2>oxo- 
ethvlVis butvramide hvdrochlorid 
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To 100 mg (0.16 mmol) f 1F is m r 2 in 10 mL of ethanol was add d 4 mL of 
concentrat d HCI and the mixture was stirred at room t mperature for about 2 h. 
The mixture was concentrated and the residue was precipitated from 
ethanol/hexane to give 60 mg of 1H isomer 2 as a white powder. MS (CI, NH3) 

5 524 (MH + ). 1HNMR (CD3OD): (partial) 5 7.32 (m, 5 H), 7.08 (m, 2 H), 6.95 (m, 2 
H), 6.80 (m, 2 H), 5.30 (m, 1 H), 4.61 (m, 3 H), 3.80 (m, 2 H), 2.58 (m, 3 H), 1.58 
(s> 6 H). 

Example 2 

2-Amino-N-f243a-m,SH4-fluoro-ber^lV2-methvl-3^xo-2.3.3a.4.6.7-hexahvdr^ 
10 Pvrazolor4.3-c1ovridin-5-vn-1(RVMH-indo[-3-vimethvO-2-oxc>-ethvlT-isobutvramide 
hydrochloride 

A. (RV2-Amino-3-K1H-indol-3-vl)-propionic acid methvl ester 

To 4.92 g (16.2 mmol) of N-<x-t-BOC-D-tryptophan in 100 mL of DMF was added 

2.46 g (17.8 mmol) of potassium carbonate followed by 2.41 g (17.0 mmol) of 

15 iodomethane, and the mixture was stirred overnight at 24°C under an atmosphere 
of nitrogen. The reaction mixture was diluted with water, and extracted three times 
with ethyl acetate. The combined organics were washed five times with 500 mL of 
water and once with brine, dried over MgS04 and concentrated to give 4.67 g of a 
white solid. To the crude (R)-2-tert-butoxycarbonylamino-3-(1H-indol-3-yl)- 

20 propionic acid methyl ester was added 15 mL of cold trifluoroacetic acid at about 0 
°C and the mixture was stirred for about 2 h. The mixture was concentrated and 
the residue was diluted with 1N NaOH and extractecl three times with ethyl 
acetate. The combined organic extracts were washed with brine and dried over 
Na2S04 to give (R)-2-amino-3-(1H-indol-3-yl)-propionic acid methyl ester as an 

25 orange oil in quantitative yield. 

B - (R)-2-(24ert-Butoxvcarbo nvlami 
vD-propionic acid methvl ester. 

The crude product from 2A 1.55 g (7.1 mmol) was coupled to 1.44 g (7.1 mmol) of 
N-t-BOC-a-methylalanine according to Procedure A to give an oil which was 
30 purified by silica gel chromatography using a gradient of 10%, 20%, 30%, 40% 
and 50% ethyl acetat in h xane t elute. R cov red 1.32 g of (R)-2-(2-tert- 
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butoxycarbonylamino-2-methyl-propionylamino)-3-{1H-indol-3-yl)-propionic acid 
methyl ster. 

C (RV2-(2-tert-Butoxvcarb onvlamino-2-methvi-DroDionvlaminoV3-(1H-indot-3- 
vD-propionic acid 

5 To a solution of 1.03 g (2.64 mmol) of 2B in 10 mL of THF was added 381 mg (9.1 
mmol) of lithium hydroxide hydrate in 2 mL of water and the mixture was stirred 
overnight at room temperature. Excess THF was removed by evaporation, and 
the basic aqueous mixture was extracted three times with ethyl acetate, and then 
acidified to pH 4 with dilute acetic or hydrochloric acid. The product was extracted 

10 with ethyl acetate and the combined organic extracts were washed with brine, 
dried over MgS04 and evaporated to give 1.03 g of 2C as an orange foam. MS 
(CI, NH3) 390 (MH + ). 1h NMR (CDCI3 300 MHz) 5 7.61 (d, 1H), 7.48 (d, 1H), 
7.27 (t, 1H), 7.10 (t, 1H), 4.81 (bs, 1H), 3.35 (m, 1H), 1.49 (s, 6H), 1.32 (s, 9H). 
D f142-r3a-(R.SV(4-Fluoro-b enzvlV2.methv|-3-oxo-2.3.3a.4.6.7-hexahvdrn- 

15 PVrazolof4.3-c1pvridin-5-vl M-(RV^^ 

methvl-ethvlVcarbamic acid tert-butvl ester 

According to the method outlined in General Procedure A, 193 mg (0.51 mmol) of 
1D and 200 mg (0.51 mmol) of 2C were coupled and the residue was purified by 
silica gel chromatography using an elution gradient of (1:1 v/v ethyl 
20 acetate:hexane) to 100% ethyl acetate to give 230 mg of 2D. MS (CI, NH3) 633 
(MH + ). 

E - 2-Amino-N-r2-f3a-fR.SVr4-fl uoro-benzvn-2-methvt-3-oxo-2.3.3a.4.6.7. 

hexahvdro-pvrazolor4.3-clpvridin-5-vll -i fR)-M H-indol-3-vlmethvh-2-oxo.ethYi1. 

isobutvramide hydrochloride 
25 To 230 mg (0.36 mmol) of 2D in 10 mL of ethanol was added 4 mL of 

concentrated HGI and the mixture was stirred at room temperature for about 2 h. 

The mixture was concentrated and the residue was precipitated from 

ethanol/hexane to give 130 mg of 2E as a white powder. MS (CI, NH3) 533 

(MH + ). 1HNMR (CD3OD): (partial) 5 7.79 (d, 1 H), 7.48 (m, 1 H), 7.33 (m, 2 H), 
30 7.19 - 6.77 <m, 7 H), 6.54 (m, 1 H), 5.17 (m, 1 H), 4.02 (m, 1 H), 3.11 - 2.68 (m, 6 

H), 2.47 (m, 2 H), 2.03 (m, 2 H), 1.59 (m, 6 H). 
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Example 3 

2-Amino-N-r2-(3a-(R.S)-b nzvl^-methvl-S-ox^.S.aa.A.eT-hexahYdro- 
pyrazolor4. 3-clPvridin -5-vlV1 R-M H-indol-3-vlmethvn-2-oxQ-ethvn-isobutvramide 

A. 4-Oxo-piDe ridine-1.3-dicarfaoxvlic add 1-tert-butvl ester 3-methvl ester 

5 To a mixture of 7.00 g (36.2 mmot) of 4-oxo-piperidine-3-carboxylic acid methyl 
ester and 8.82 g (72.3 mmol) of 4,4-dimethylaminopyridine in 200 mL of methylene 
chloride at about 0 °C was added a solution of 7.88 g (36.2 mmol) of di-tert- 
butyldicarbonate in 150 mL of methylene chloride over about 30 min. The mixture 
was warmed to room temperature and then stirred for about 17 h. The mixture 

0 was concentrated and the residue was diluted with chloroform and washed three 
times each with 10% aqueous HCI, saturated aqueous sodium bicarbonate 
solution and brine, dried over MgS04 and concentrated to give 9.18 g of a clear 
yellow oil. 

B. 3-(R.SVBenzvl-4-oxo-D iperidine-1.3-dicarboxvlic acid 1-tert-butvl ester 3. 
5 methyl ester 

To a solution of 5.00 g (19.4 mmol) 3A in 10 mL of DMF was added 745 mg (7.4 
mmol) of sodium hydride (60% oil dispersion) and the mixture was stirred at room 
temperature for about 15 min. A solution of 3.32 g (19.4 mmol) benzylbromide in 
15 mL of DMF was added to the stirring solution by cannula and the mixture was 
0 stirred for about 42 h at room temperature. The mixture was diluted with ethyl 
acetate and washed once with water and four times with brine, dried over MgS04, 
and concentrated to give 6.0 g of 3B as a yellow oil. MS (CI, NH3) 348 (MH + ). 

C Sa-fR.SVBenzv^-methvU S-ox^.S.Sa^.eT-hexahvdro-pvrazolo^ .a-rl- 
pyridine-5-carboxvlic acid tert-butvt ester 

5 A mixture of 4.00 g (1 1 .5 mmol) of 3B and 530 mg (1 1 .5 mmol) of methylhydrazine 
in 100 mL of ethanol was heated at reflux for about 8 h. The mixture was 
concentrated and the residue was dissolved in 100 mL toluene and heated at 
reflux for about 17 h. The mixture was concentrated and the residue was purified 
by silica gel chromatography using an elution gradient of (15:85 v/v ethy! 

D acetate:hexane) to (75:25 v/v ethyl acetate:hexane) to give 2.6 g of 3C as a clear 
colorless oil. MS (CI, NH3) 344 (MH + ). 
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D - 3a-(R.S)-Be nzvl-2-methvl-2.3a.4.5.6.7-h xahvdro-ovrazolor4.3-c1ovridin-3- 
on 

To 2.60 g (7.6 mmol) of 3C was added 20 ml_ of trifluoroacetic acid at about 0 °C 
and the mixture was stirred for about 2.5 h. Ethyl acetate was added and the 
5 solution was washed with 6N NaOH, dried over MgS04 and concentrated to give 
1.8 g of 3D. MS (CI, NH3) 244 (MH + ). 

E- f1-r2-(3a-(R. SVBenzvl-2-methvt-3-oxo-2.3.3a.4.6.7-hexahvdm- 
pyrazolor4,3-clpvridin-5-vlV1 R-f 1 H-indol-3-vlmethvlV2-oxo-ethvicarbamovn.l. 
methvl-ethvlVcarbamic acid tert-butvl ester 
10 According to the method outlined in General Procedure A, 125 mg (4.6 mmol) of 
3C and 1.75 g (0.51 mmol) of 2C were coupled and the residue was purified by 
silica gel chromatography using an elution gradient of (6:4 v/v ethyl 
acetate:hexane) to 7% methanol in ethyl acetate to give 150 mg of 3E. 

F - 2-Amino-N-r2-f3a-fR.SVbe nzvl-2-methvl-3-oxo-2.3.3a.4,6.7-hexahvdro- 
15 PYrazolor4,3-clpvridifvS-vlV 1R-H^^ 
hydrochloride 

To 150 mg (0.24 mmol) of 3E in 15 mL of ethanol was added 5 mL of 
concentrated HCl and the mixture was stirred at room temperature for about 3 h. 
The mixture was concentrated and the residue was crystallized from 
20 ethanol/hexane to give 100 mg of 3F. MS (CI, NH3) 515 (MH + ). 1 HNMR 
(CD3OD): 5 7.20 - 6.91 (m, 9 H), 6.56 (m, 1), 5.17 (m, 1 H), 4.05 (m, 1 H), 2.96 (s, 
3 H), 2.62 (m, 1 H), 2.38 (m, 1 H), 2.06 (m t 2 H), 1.61 (m, 8 H). 

Example 4 
2-Amino-N-r2-(3a-(RVbenzvl2-me ^ 

25 clpvridin-5-vlV1-fRVben2 vloxvmethvl-2-oxo-ethvn-isobutvramide hydrochloride 
and 

2rAminc-N-r2-(3a-fS)-benzvl-2-^ 
c1pyridin-5-viyi-(Rypenzvloxvm e^ 

A - n-f2-(3a-fR. S)-Benzvl-2*methvl'3-oxo-2.3,3a.4.6.7-hexahvdro- 
30 Pvrazolor4,3-clPvridiry5-vlV1.^ 
ethvn-carbamic acid tert-butyl st r 
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According to the method outlin d in G neral Procedure A, 1.12 g (4.6 mmol) of 3C 
and 1.75 g (0.51 mmol) of 1E were coupled to give a mixtur f diastereomers. 
The residue was purified by silica gel chromatography using an elution gradient of 
(1:1 v/v ethyl acetate:hexane) to 100% ethyl acetate to give 350 mg of less polar 
5 4A isomer 1 and 250 mg of more polar 4A isomer 2. MS (CI, NH3) 606 (MH + ) for 
both isomers. 

B - 2-Amino-N-r2 -(3a-fRVbenzvl-2-methvl-3-oxo-2.3.3a.4.6,7.hexahvdro- 

Dvrazolor4.3-clDvri din-5-vlV1-(R)-benzvloxvmethvl-2-oxo-ethvn-isobutvramide 

hydrochloride 

10 To 250 mg (0.41 mmol) of 4A isomer 1 in 15 mL of ethanol was added 5 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 5 h. 
The mixture was concentrated and the residue was precipitated from 
ethanol/hexane and dried under vacuum to give 130 mg of 4B isomer 1. MS (CI, 
NH 3 ) 506 <MH + ). 1HNMR (CD3OD): 6 7.33 (m, 5 H), 7.14 (m, 5 H), 5.22 (m, 1 H), 

15 4.57 (m, 3 H), 3.80 (m, 2 H) 3.14 (m, 1 H), 3.04 (s, 3 H), 2.96 (m, 2 H), 2.61 (m, 2 
H), 1.63 (m, 7H). 

c * 2-Amino-N-r2-(3a-fS)-benz vl-2-methvl-3-oxo-2.3.3a.4.6,7-hexahvdro- 

p^azolor4.3-clovridir^5-vlV1- m)-ben2vioxvmethvl-2-oxo-ethvn-isobutvramid6 

hydrochloride 

20 To 250 mg (0.41 mmol) of 4A isomer 2 in 15 mL of ethanol was added 5 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 5 h. 
The mixture was concentrated and the residue was precipitated from 
ethanol/hexane and dried under vacuum to give 120 mg of 4C isomer 2. MS (CI, 
NH 3 ) 506 (MH + ). 1HNMR (CD3OD): 5 7.31 (m. 5 H), 7.13 (m, 5 H), 6.78 (m, 1 H), 

25 5,28 (m, 1 H), 4.62 (m. 3 H), 3.81 (M, 2 H), 3.14 (m, 1 H), 2.62 (m, 3 H), 1.58 (m, 7 
H). 

D - 2>Amino-N-f2-(3a-(RVbeng y|-2-methvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 

pvrazolor4.3-clPvridin-5-vn-1- m^benzvloxvmethvl-2^xc-emvn-isobutvramide 
methanesulfonate 

30 Saturated aqueous sodium bicarbonate was added to 3.60 g (6.6 mmol) of 4B 
isomer 1 and the mixture was extracted with thyl acetate. Th organic layer was 
dri d v r MgS04 and concentrated. Th residue was dissolv d in ethyl acetate, 
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cool d to about 0 °C and 0.43 mL (6.6 mmol) of methane-sulfonic acid was added 
and the mixture was stirred for about 0.5 h. H xan (200 mL) was add d to the 
solution and the mixture was stirred for about 1h and filtered to give 3.40 g of a 
white solid. The solid was recrystallized from 3% aqueous ethyl acetate to give 
5 2.55 g of 4D isomer 1 as a white crystalline solid. MS (CI, NH3) 506 (MH + ). 

Example 5 

2-Amino-N-ri-f3a-fRVben2^2-m ethvl-3-oxo-2,3.3a.4.6.7-hexahvdro-D^olor4 i a- 

clpvridine-5-carbonvlV4- phenvl-fm-butvn-isobutvramide hydrochloride and 

2-Amino-N-ri-(3a-fSVbenzvl-2-m ethvl-3-oxo-2.3.3a.4.6.7-hexahvdrc>-pvra2olof4 l 3- 

10 clPVridine-5 -carbonvn-4-phenvl-(RVbutvn-isobutvramide hydrochloride 

A - 2-Oxo-5.6-d iphenvl-3-(3-phenvl-allvn-morpholine-4-carboxvlic acid t-butvl 
ester 

To an about -78°C solution of 13.8 g (70.0 mmol) of cinnamyl bromide and 4.94 g 
(14.0 mmol) of t-butyl-(2S,3R)-(+)-6-oxo-2,3-dipheny!-4-morpholine carboxylate in 

15 350 mL of anhydrous THF was added 28 mL (28 mmol) of 1M sodium 
bistrimethylsilylamide in THF. The mixture was stirred at about -78°C for about 1.5 
h and then poured into 750 mL of ethyl acetate. The mixture was washed twice 
with brine, dried over MgS04 and concentrated to give a yellow oil. The oil was 
stirred in 150 mL of hexane overnight and the precipitated solid was then collected 

20 by filtration to give 3.2 g of 5A as a white solid. 

B. 5(S).6fRVDi Dhenv)-3fRVr3-Phenvl-allvn-morphblin-2-onP 

To 2.97 g (6.33 mmol) of 5A was added 20 mL of trifluoroacetic acid at about 0°C 
and the mixture was stirred for about 2 h and then concentrated. The residue was 
dissolved in water and basified with aqueous NaOH until a pH of 10 was 
25 maintained. The mixture was extracted three times with ethyl acetate and the 
combined organic extracts were washed with brine, dried over MgS04 and 
concentrated to give an orange oil which was purified by silica gel chromatography 
(10:90 v/v ethyl acetate: hexane) to give 880 mg of 5B as a white solid. 

C. 2-(R)-Amino-5-Phenvl-pentanoic acid 

30 A mixture of 440 mg (1.19 mmol) of 5B and 120 mg of palladium chloride in 20 mL 
of ethanol and 10 mL of THF was hydrogenated at 45 psi. for about 16 h. The 
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mixtur was filtered through diatomaceous arth and concentrat d, and the 

residu was triturated with thertogiv 240 mg of 5C as a whit solid. 

D. 2-tert-Butoxvcarbonvla mino-2-methvl-proDionic acid 2.5-dioxo-pvrrolidin-1- 
vl ester 

5 To a slurry of 5.0 g (24.6 mmol) of N-t-BOC-a-methylalanine in 13.5 mL of 
methylene chloride was added 3.40 g (29.6 mmol) of N-hydroxysuccinimide and 
5.65 g (29.6 mmol) of EDC. The slurry was stirred for about 17 h at room 
temperature. The mixture was diluted with ethyl acetate and washed twice each 
with water, saturated sodium bicarbonate solution and brine. Dried over MgS04 
10 and concentrated. The product was purified by silica gel chromatography (1:1 v/v 
ethyl acetate:hexanes) to give 5.2 g of the title compound of this part D as a white 
solid. 

E - (R)-2-(2-tert-Butoxvcarb onvlamino-2-methvl-DroDionvlamino)-5-Phenvl- 
pentanoic acid 

15 A mixture of 203 mg (1.05 mmol) of 5D, 378 mg (1.26 mmol) of 5C and 434 mg 
(3.36 mmol) of diisopropylethylamrne in 2 mL of DMF was stirred over-night. The 
mixture was diluted with ethyl acetate and extracted twice with 1N HQ. The 
aqueous phase was extracted once with ethyl acetate. The pooled organic 
extracts were washed three, times with water and once with brine. The mixture 

20 was dried over MgS04 and concentrated. The residue was purified by silica gel 
chromatography using 80% chloroform in hexane followed by 100% chloroform 
followed by 10% methanol in chloroform to give 127 mg of 5E. 
F * mi-(3a-(R,S)-Benzvl-2-m ethv^^ 
PVrazolor4,3-clpyridine-5-caroon vl)^^ 

25 carbamic acid tert-butvl ester 

According to the method outlined in General Procedure A, 130 mg (0.53 mmol) of 
3C and 200 mg (0.53 mmol) of 5E were coupled to give a mixture of 
diastereomers. The residue was purified by silica gel chromatography using an 
elution gradient of (1:1 v/v ethyl acetate:hexane) to 100% ethyl acetate to give 40 

30 mg of less polar 5F isomer 1 and 40 mg of more polar 5F isomer 2. MS (CI, NH3) 
604 (MH + ) for both isomers. 

G - 2-Amino-N-n-(3a-mVbenzvl -2-methvl-3-oxo-2.3.3a.4.6 7.hexahvdro- 
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Pvrazoiof4,3-c1pvridin -5-carbonvlV4-ph nvKRVbutvn-isobutvramid 
hydrochloride 

To 40 mg (0.07 mmol) of 5F isomer 1 in 10 mL of ethanol was added 4 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 4 h, 
5 The mixture was concentrated and the residue was precipitated from methylene 
chloride/hexane and dried under vacuum to give 30 mg of 5G isomer 1. MS (CI, 
NH3) 504 (MH + ). ^HNMR (CD3OD): (partial) 6 7.19 (m, 10 H), 4.37 (m, 1 H), 3.02 
(m, 6 H), 2.67 (m, 4 H), 1.83 (m, 4 H), 1.62 (s, 6 H), 1.28 (m, 1 H). 
H. 2-Amino-N-ri -(3a-(SVben2vl-2-methvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 
10 Pvrazolof4.3-clPvridine-5-cartx)nvlV-4-phenvl-fRVbutvl1-isobutvramide 
hydrochloride 

To 40 mg (0.07 mmol) of 5F isomer 2 in 10 mL of ethanol was added 4 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 4 h. 
The mixture was concentrated and the residue was precipitated from methylene 
15 chloride/hexane and dried under vacuum to give 30 mg of 5H isomer 2. MS (CI, 
NH3) 504 (MH + ). 1HNMR (CD3OD): (partial) 7.25 (m, 9 H), 6.88 (m, 1 H), 3.04 (s, 
3 H), 2,71 (m, 4 H), 2.48 (m, 2 H), 1.75 (m, 4 H), 1.62 (m, 6 H), 1.28 (m, 1 H). 
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Example 6 

2-Amino-N-r2-f3a-(R.SVbenzvl-2-methvl-3- xo-2.3,3a.4.6.7-hexahvdro- 

Pvrazolof4.3-clDvrid in-5-vlV1-(RVbenzv1oxvmethvl-2-Qxo-ethvl1-isobutvramide 

hydrochloride 

5 A. n-f2-(3a-(R. S)-Benzvl2-methvl3^ 

Pvrazolof4.3^lPvridirh5-vlV1- (RVbenzvloxvmethvl-2-oxo-ethvlcarbamo^ 
ethvlVcarbamic acid tert-butvl ester 

According to the method outlined in General Procedure A, 200 mg (0.82 mmol) of 
3C and 320 mg (0.82 mmol) of 1E were coupled to give a mixture of 
10 diastereomers. The residue was purified by silica gel chromatography using an 
elution gradient of (1:1 v/v ethyl acetaterhexane) to 10% methanol in ethyl acetate 
to give 170 mg of 6A. 

B- 2-Amino-N-f2-(3a-(R.SVbenzvl-2-methvl-3-oxc)-2.3.3a.4.6.7-hexahvdro- 

pvrazolor4.3-c1ovridin-5-vlV1-f R)-ben2^loxvmethvl-2-oxo-ethvn-isobutvramide 
15 hydrochloride 

To 170 mg (0.28 mmol) of 6A in 20 mL of ethanol was added 5 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 2.5 h. 

The mixture was concentrated and the residue was precipitated from 
ethanol/hexane to give 70 mg of 6B. MS (CI, NH3) 506 (MH + ). 1 HNMR (CD3OD): 
20 6 7.32 (m, 5 H); 7.16 (m, 5 H), 5.22 (m, 1 H) t 4.67 (m,1 H), 4.55 (m, 2 H), 3.79 m, 2 
H), 3.12 (m, 2 H), 3.00 (m, 6 H), 2.71 <m, 3 H), 1.56 (m, 8 H). 

Example 7 

2-Amino-N-r2^3a-benzvl-2-ethvl. 3-oxo-2.3.3a.4.6.7-hexahvdro-Dvrazolor4.3- 
c1pvridin-5-vlV1-n H-indol-3-vlmethvn-2-oxo-ethvll-isobutvramide hydrochloride 
25 A. 3a-(R.SVBenzvl-2-ethvl-3- oxo-2.3.3a.4.6J-hexahvdro-Pvrazolor4.3. 
clpyridine-5-carboxvlic acid tert-butvl ester 

To 555 mg (1.60 mmol) of 3B in 27 mL of ethanol was added 240 mg (1.60 mmol) 
of ethylhydrazineoxalate and the mixture was heated at reflux for about 4 h. The 
mixture was concentrated and the residue was purified by silica gel 
30 chromatography using an elution gradient of (10:1 v/v hexane:ethyi acetate) to 
(3:7 v/v hexanerethyl acetate) to give 357 mg of 7A. MS (CI, NH3) 358 (MH + ). 
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B. 3a-(R.SVBenzvl-2-ethvl-2 3a.4.5.6.7-hexahvdro-Dvraz lor4.3-c1ovridin-3- 
on 

To 350 mg (0.98 mmol) of 7A in 3 mL of ethanol was added 1.5 mL of 

concentrated HCI and the mixture was stirred at room temperature for about 2 h. 

5 The mixture was concentrated to give 257 mg of 7B. MS (CI, NH3) 258 (MH + ). 

C /1-f2-f3a-(R.SVBenzvl-2-et hvl-3-oxo-2.3.3a.4.6.7-hexahvdro-Dvrazolof4.3- 

clPvridin-5-vlV1-f m-(1H-indol-3-vimethvlV2-oxo-ethvlcarbamovn-1-methvt-ethvlV 
carbamic acid tert-butvl ester 

According to the method outlined in General Procedure A, 82 mg (0.28 mmol) of 
10 7B and 100 mg (0.26 mmol) of 2C were coupled and the residue was purified by 
silica gel chromatography using an elution gradient of 100% methylene chloride to 
2% methanol in methylene chloride to give 110 mg of 7C. MS (CI, NH3) 629 
(MH + ). 

D. 2-Amino-N-r2-(3a-fR.SVben zvl-2-ethvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 

15 Pvrazolor4>clpvridin-5-vn-1-(RVf1H-indol-3-vlmethvlV2-oxo-QthvlVisobutvramide 
hydrochloride 

To 100 mg (0.15 mmol) of 7C in 2 mL of ethanol was added 1 mL of concentrated 
HCI and the mixture was stirred at room temperature for about 2 h. The mixture 
was concentrated to give 72 mg of 7D as a colorless foam. MS (CI, NH3) 529 
20 (MH + ). 

Example 8 

2-Amino-N-f2-f3a-fRVbenzvl-2-em vl-3-oxo-2.3.3a.4.67-hexahvdro-Dvrazolor4 3. 
clpvridin-5-vlV1-fRVbenzvloxv methvl-2>oxo-ethvn-isobutvramide hydrochloride 
and 

25 2-Amino-N-r2-(3a-(SVl3enz vl-2^^ 

c1pvridin-5-vn-1-fRVbenzvloxv methvl-2-oxo-ethvlVisobutvramide hydrochloride 
A - ^1'f2-(3a-Benzv^2-ethvl-3.o xo-2.3.3a.4.6.7-hexahvdro-Dvrazolor4.3- 
clpvridin-5-vlV1 -fR Vbenzvloxvmethvl-2-^xo-ethvlcarbamovn-1 -methyl-ethyl}- 
carbamic acid tert-butvl ester 

30 According to the method outlined in General Procedure A, 85 mg (0.29 mmol) of 
7B and 100 mg (0.26 mmol) of 1E were coupled to give a mixtur of 
diastere mers. Th residue was purified by silica gel chromatography using an 
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elution gradi nt of 100% methylen chloride to 2% methanol in methylene chloride 
to give 6 mg of less polar 8A is m r 1 and 1 1 mg of mor polar 8A isomer 2. MS 
(CI, NH3) 620 (MH + ) for both isomers. 

B - 2>Amino»N-f2-f3a-(RVben2vl- 2-ethvl-3-oxo-2,3.3a.4.6.7.hexah Y dr Q - 

5 Pvrazolor4.3-clPvridin-5- vn-1-fRVbenzvloxvmethvl-2-oxo-ethvn-isobutvramide 
hydrochloride 

To 5.7 mg (0.009 mmol) of 8A isomer 1 in 1 mL of ethanol was added 0.4 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 3 h. 
The mixture was concentrated to give 4.7 mg of 8B isomer 1. MS (CI, NH3) 520 
10 (MH + ). 1 HNMR (CD3OD): (partial) 5 7.41 - 7.05 (m, 10 H), 5.20 (m, 1 H), 4.61 (m, 
1H), 4.52 (s, 2 H), 3.71 (m, 1 H), 3.60 (m, 1 H), 2.61 (m, 3 H), 1.39 (m, 9 H). 

c * 2-Amino-N-r2-(3a-(SVben2v U2-ethvl-3-oxo-2.3.3a.4.6.7.hexahY rim- 

pvrazolor4>c1pvridin-5-viyi-(^^ 

hydrochloride 

15 To 10 mg (0.016 mmol) of 8A isomer 2 in 1 mL of ethanol was added 0.4 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 3 h. 
The mixture was concentrated to give 8 mg of 8C isomer 2. MS (CI, NH3) 520 
(MH + ). 1HNMR (CD3OD): (partial) 5 7.43 - 7.00 (m, 10 H), 6.81 (m, 1 H), 5.32 (m, 
1 H), 4.63 (m, 2 H), 4.53 (m, 1 H), 3.72 (m, 1 H), 1.37 (m, 9 H). 

20 Example 9 

2-Amino-N-r2-(2-benzvl3-oxo-2.3 3a.4.6.7-h^^ 

1-(RV-benzvloxvmethvl-2-oxo-e thvlVisobutYramide hydrochloride* 

A - 2-Benzvl-3-hvdroxv-2.4.6 7- tetrahvdro-pvrazolor4.3-clpvridine-5-car^ 
acid tert-butvl ester 

25 A mixture of 800 mg (3.11 mmol) of 3B and 495 mg (3.11 mmol) of 
benzylhydrazine dihydrochloride and 423 mg (3.11 mmol) of sodium acetate 
trihydrate in 15 mL of ethanol was heated at reflux for about 17 h. The mixture 
was concentrated and the residue was dissolved in 100 mL of toluene and heated 
at reflux for about 48 h. The mixture was diluted with ethyl acetate and washed 

30 with brine, dried over MgS04 and concentrated and the residue was purified by 
silica gel chromatography using 100% ethyl acetate followed by 5% m than I in 
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methyl ne chloride to give 530 mg of 9A as a light brown solid. MS (CI, NH3) 330 
(MH + ). 

B. 2-Benzvl-4.5.6.7-tetrahvdro-2H-Dvrazolor4.3-c1Pvridin-3-ol 
To 411 mg (1.24 mmol) of 3E in 30 mL of ethanol was added 10 mL of 
5 concentrated HCI and the mixture was stirred at room temperature for about 30 
min. The mixture was concentrated and the residue was crystallized from 
methanol/ethyl acetate to give 353 mg of 9B. MS (CI, NH3) 230 (MH + ). 

C f1-r2-(2-Benz vl-3-hvdroxv-2.4.6.7-tetrahvdro-pvrazolor4.3-clPvridin-5-vlV1- 

R-benzvloxvme mvl-2-oxchethvlcart)amovlV1-methvl-ethvn-carbamic acid tert-butyl 
10 ester 

According to the method outlined in General Procedure A, 100 mg (0.38 mmol) of 
9B and 145 mg (0.38 mmol) of 1E were coupled and the residue was purified by 
silica gel chromatography (95:5 v/v methanol: methylene chloride) to give 42 mg of 
9C as a white solid. MS (CI, NH3) 592 (MH + ). 

15 D. 2-Amino-N-r2-(2-benzvl-3- oxo-2.3.3a.4.6.7-hexahvdro-pvrazolor4.3- 
c1pvridin-5-vn-1-(RVbenzvlox vmethvl-2-oxo-ethvlVisobutvramide hydrochloride 
To 42 mg (0.07 mmol) of 9D in 20 mL of ethanol was added 6 mL of concentrated 
HCI and the mixture was stirred at room temperature for about 30 min. The 
mixture was diluted with ethanol concentrated and the residue was precipitated 

20 from methanol/ethyl acetate to give 35 mg of 9D as a white solid. MS (CI, NH3) 

492 (MH + ). 1HNMR (CD3OD): (partial) 7.41 - 7.16 (m, 10 H), 5.19 (m, 3 H), 4.48 
(m, 4 H), 3.88 (m, 1 H), 3.74 (m, 2 H), 2.68 (m, 2 H), 1.58 (m, 6 H). 

Example 10 

2-Amino-N^2-r3a-fRVbenzvl-3^x o-2-(2.2.2-tn^uoro^thvlV2.3.3a.4.6.7-hexahvdr^ 
25 Pvrazolor4.3-dPvridirv5-vl V1-(Ryte 
hydrochloride and 

2-AminchN^2-r3a-(S)-benzvl3-ox ^^ 

Pvrazolor4.3-clDvri din-5-vl%1-(RVber^^ 

hydrochloride 

30 A - 3a-(R.SVBen zvl-3-oxo-2-f2,2.2-trifluoro^vlV2.3.3a.4.67-hexahvdro. 
Dvrazolor4.3-clDvri dine-5-carboxvlic acid tert-butvl est r 
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A mixture of 840 mg (2.42 mmol) of 3B and 276 mg (2.42 mmol) of 2,2,2- 
trifluor thylhydrazine (70% in wat r) in 20 mL f ethanol was heat d at r flux for 
about 5 h and then concentrated. The residue was dissolved in 40 mL of toluene 
and heated at reflux for about 17 h. The mixture was concentrated and the 
5 residue was purified by silica gel chromatography (9:1 v/v hexanerethyl acetate) to 
give 703 mg of 10A as a yellow oil. MS (CI, NH3) 412 (MH + ). 

B. 3a-(R.SVBenzvl-2-(2.2.2-trifluoro-ethvlV2,3a.4.5.6.7-hexahvdro- 
pvrazolof4,3-c1Pvridin-3-one 

To 600 mg (1.46 mmol) of 10A at about 0 °C was added 3 mL of cold 
10 trifiuoroacetic acid and the mixture was stirred for about 3 h, allowing the solution 
to reach room temperature as it did so. The mixture was concentrated and the 
residue was dissolved in water and the solution was basified to pH 11 with 5N 
NaOH and then saturated with potassium carbonate. The solution was extracted 
three times with ethyl acetate and the combined organic extracts were washed 
15 with brine, dried over MgS04 and concentrated to give 345 mg of 10B as an 
opaque oil. MS (CI, NH3) 312 (MH + ). 

C M-g-r3a-(R. S)-Benzvl-3-oxo-2-(2.2.2-trifluoro-ethvlV2.3.3a.4.6.7- 
hexahvdrc-Dvrazol or4.3-clDvridin-5>vn-1-fRVbenzvloxvmethvl-2-oxo- 
ethvlcarbamovlV1-methvl-ethvn-carbamicacid tert-butvi ester 

20 According to the method outlined in General Procedure A, 137 mg (0.44 mmol) of 
10B and 167 mg (0.44 mmol) of 1E were coupled to give a mixture of 
diastereomers. The residue was purified by silica gel chromatography using an 
elution gradient 100% methylene chloride to 5% methanol in methylene chloride to 
give 128 mg of less polar 10C isomer 1 and 63 mg of more polar 10C isomer 2. 

25 MS (CI, NH3) 674 (MH + ) for both isomers 

D. 2-Amtno-N-( 2-r3a-mVbenzvl-3-oxo-2-f2,2.2-trifluoro-ethvlV2.3.3a.4.6.7- 
hexahvdro-Pvrazolor4.3-clDvridin -S-vn-1-fR^ben2vloxvmethvl-2-oxo- 
isobutvramide hydrochloride 

To 120 mg (0.18 mmol) of 10C isomer 1 in 3.5 mL of ethanol was added 1.5 mL 
30 of concentrated HCI and the mixture was stirred at room temperature for about 2 
h. The mixture was concentrated to give 94 mg of 10D isomer 1 as an off-white 
powd r. MS (CI, NH3) 574 (MH + ). ^HNMR (CD3OD): (partial) 5 7.31 (m, 5 H) ( 
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7.18 (m, 5 H), 5.21 (m, 1 H), 4.57 (m, 3 H), 4.26 (m, 1 H), 4.08 (m, 1 H), 3.79 (m, 2 
H), 3.09 (m, 4 H), 2.65 (m, 2 H), 1.63 (m, 6 H). 

E. 2-Amino-N-l2-f3a-(SVben2vl-3-oxo-2W2.2.2-trifluoro-ethvlV2.3.3a.4.6.7- 
hexahvdrD-pvrazolof4.3-clpvridin-5-vn-1-(RVbenzvloxvmethvl-2-oxo-ethvn- 
5 isobutvramide hydrochloride 

To 53 mg (0.079 mmol) of 10C isomer 2 in 3.5 ml_ of ethanol was added 1.5 mL 
of concentrated HCI and the mixture was stirred at room temperature for about 2 
h. The mixture was concentrated to give 41 mg of 10E isomer 2 as a light yellow 
solid. MS (CI, NH3) 574 (MH + ). 1 HNMR (CD3OD): (partial) 5 7.33 (m, 5 H), 7.15 
10 (m, 4 H), 6.81 (m, 1 H), 5.30 (m, 1 H), 4.67 (m t 4 H), 4.15 (m. 2 H), 3.77 (m, 2 H), 
3.09 (m, 3 H), 2.64 (m, 3 H), 1.58 (m, 6 H). 

Example 11 

2-Amino-N-r2-f3a-fRVbenzvl-2-tert-butvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 
pvra20lof4.3-clDvridin-5»vlV1-(RVbenzvloxvmethvl-2-oxo-ethvll-isobutvramide 
15 methanesulfonate and 

2- AmincKN42-(3a-f SVberi2vl-2-tert-butvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 
pvrazolof4.3-clPvri din-5-vlV1-(RVbenzvloxvmethvl-2-oxo-ethvn-isobutvramide 
methanesulfonate 

A. 3a-(R.SVBenzvl-2-tert-butvl-3-oxo-2.3.3a.4.6.7-hexahvdro-Pvrazolor4 3- 
20 clpvridine-5-carboxvlic acid tert-buM ester 

To 2.07 g (5.95 mmol) of 14B in 40 mL of ethanol was added 0.97 g (7.7 mmol) of 
tert-butylhydrazine hydrochloride and 0.63 g (7.7 mmol) of sodium acetate and the 
mixture was heated at about 70 °C for about 17 h. The mixture was cooled and 
the solution decanted from the precipitate and concentrated. The residue was 
25 dissolved in 80 mL of toluene and heated at reflux for about 6 h. The mixture was 
concentrated and the residue was purified by silica gel chromatography (9:1 v/v 
hexane:ethyl acetate) to give 1.7 g of 11 A. MS (CI, NH3) 386 (MH + ). 

B. 3a-(R.SVBenzvl-2-tert-but vl-2.3a.4.5.6.7-hexahvdro-Pvrazolof4.3-clPvridin- 

3- one 

30 To 535 mg (1.39 mmol) of 11 A in 20 mL of methylene chloride was added 225 nL 
of methanesulfonic acid and the mixture was stirred for about 1.5 h at room 
temperature. The mixture was diluted with ethyl acetat and wash d twice with 1 N 
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NaOH and nee with brine, dried over Na2S04 and concentrated to give 246 mg 
of 11B. MS (CI, NH3) 286 (MH + ). 

C (142-f3a-m. SVBenzvl-2-tert-butvl-3-oxc-2.3.3a.4.6.7-hexahvdro- 
Pvrazolor4.3-clpyridin-5-vlM-(R Vbenzvloxvmem^^ 
5 ethvlVcarbamic acid tert-butvi ester 

According to the method outlined in General Procedure A, 246 mg (0.86 mmol) of 
11B and 328 mg of 14F were coupled to give a mixture of diastereomers. The 
residue was purified by silica gel chromatography (6:4 v/v hexane/ethyl acetate) to 
give 250 mg of less polar 11C isomer 1 and 90 mg more polar 11C isomer 2. MS 
10 (CI, NH3) 648 (MH + ) for both isomers. 

D- 2-Amino-N-r2-(3a-(RVbenz vl-2-tert^ 

pyrazolor4.3-clPvri din-5-vlM-mybenzvloxv^^ 

methanesuifonate 

To 210 mg (0.32 mmol) of 11C isomer 1 in 15 mL of methylene chloride at about 0 
15 °C was added 28 jiL (0.44 mmol) of methanesulfonic acid. The ice bath was 
removed and the mixture was stirred for about 3 h, diluted with 15 mL of diethyl 
ether and the precipitated solid was collected by filtration to give 100 mg of 11D 
isomer 1. MS (CI, NH3) 548 (MH + ). NMR (CD3OD): (partial) 5 7.33 (m F 5 H) ( 
7.27 - 7.07 (m. 5 H), 5.21 (m, 1 H), 4.54 (m, 3 H), 3.86 (m, 3 H), 3.10 (m, 4 H), 
20 2.61 (s, 3 H). 1.62 (m, 6 H), 118 (s, 9 H). 

2-Amino-N-r2-(3a-(SVbenzvl-2-tert-buWl-3K>xo>2.3.3a.4.67-hexahvdro- 
pvrazolor4.3-clpvri din-5>vlVl-fRVbenzvloxvmethvl-2-oxo-ethvn-isobutvramide 
methanesuifonate 

To 85 mg (0.13 mmol) of 11C isomer 2 in 10 mL of methylene chloride at about 0 
25 °C was added 21 uL (0.32 mmol) of methanesulfonic acid. The ice bath was 
removed and the mixture was stirred for about 3 h, diluted with 20 mL of diethyl 
ether and the precipitated solid was collected by filtration to give 46 mg of 11E 
isomer 2. MS (CI, NH3) 548 (MH + ). 1h NMR (CD3OD): (partial) 6 8.28 (br d, 1 H), 
7.32 (m, 5 H), 7.18 (m, 4 H), 6.84 (m, 1 H), 5.31 (m, 1 H), 4.60 (m, 3 H), 3.70 (m, 3 
30 H), 3.1 8 - 2.92 (m, 3 H), 2.68 (s, 3 H), 1 .57 (m, 6 H), 1 .13 (s, 9 H). 
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Example 12 

2-Amino-N-M-(RH1H-indol-3-vlm thvlV2-(2-methvl-3-oxo-3a-(R.SVpvridin-2- 
vlmethvl-2.3.3a.4. 67-hexahvdr(>-pvrazolof4.3-clDvridin-5-vn-2»oxo-ethvn* 
isobutvramide dihvdrochloride 

5 A. 4-OxQ-3-(R.SVpvridin-2-v lmethvl-DiDeridine-1.3-dtcarboxvlic acid 1-tert- 
butvl ester 3-methvl ester 

To a solution of 2.00 g (7.8 mmol) of 3A in 32 mL of THF was added 468 mg (1 1.7 
mmol) of sodium hydride (60% oil dispersion) at about 0 °C and the mixture was 
stirred for about 30 min. A solution of 762 mg (6.0 mmol) 2-picolyl chloride in 5 mL 

10 of THF was added to the stirring solution over about 6 min., followed by the 
addition of 432 mg (2.6 mmol) of potassium iodide. The ice bath was removed 
and the mixture was heated for about 17 h at reflux. The mixture was diluted with 
ethyl acetate and washed once with water and once with brine, dried over MgS04, 
and concentrated. The residue was purified by silica gel chromatography using 

15 (6:4 v/v etherhexane) followed by (6:4 v/v ethyl acetate: hexane) to give 1.2 g of 
12A. MS (CI, NH3) 349 (MH + ). 

B. 2-Methvl-3-oxo>3a-(R.SVp yridin>2-vlmethvl-2.3.3a.4.6,7-hexahvdro- 
Pvrazolof4.3-clDvridine-5-carboxvlic acid tert-butvl ester 

A mixture of 1.20 g (3.45 mmol) of 12A and 159 mg (3.45 mmol) of 
20 methylhydrazine in 20 mL of ethanol was heated at reflux for about 6.5 h. The 
mixture was concentrated and the residue was dissolved in 25 mL toluene and 
heated at reflux for about 17 h. The mixture was concentrated and the residue 
was purified by silica gei chromatography (65:35 v/v ethyl acetate: hexane) to give 
450mgof12B. MS (CI, NH3) 345 (MH + ). 

25 C. 2-Memvl-3a-(R.SVPvridirh2-vl methvl-2.3a.4.5,6.7-hexahvdro-pyrazolor4.3. 
clpyridin-3-one dihvdrochloride 

A mixture of 450 mg (1.30 mmol) of 12B in 2 mL of 4M HCI/dioxane was stirred at 
room temperature for about 4.5 h. The mixture was concentrated to give 450 mg 
of 12C. MS (CI, NH3) 245 (MH + ). 
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D- 11 -M -( 1 -f RVH-lndol-3-vlmethvtV2-f2-meth vl-3-oxo-3a-f R,S)-pvridin-2- 
vlmethvl-2.3. 3a.4.6.7-h xahvdro-pvrazolor4.3-clPvridin-5-vn-2- xo- 
ethvlcarbamovn- 1-methvl-ethviVcarbamic acid tert-butvl ester 
According to General Procedure A, 108 mg (0.31 mmol) of 12C and 122 mg (0.31 
5 mmol) of 2C were coupled and the residue was purified by silica gel 
chromatography (95:5 v/v ethyl acetate: methanol) to give 118 mg of 12D. MS (CI, 
NH3) 616 (MH + ). 

2-Amino-N-r i-(RVf1H-indol-3-vlmethvlV2-f2-methvl-3-oxo-3a-fR,SVDvridin- 
2-vlmethvl-2.3.3a.4,6T-hexahvd ro-Dvrazolor4.3-clDvridin-5-vlV2-oxo-ethvlV 
10 isobutvramide dihvdrochloride 

A mixture of 110 mg (0.18 mmol) of 12D in 1 mL of 4M HCI/dioxane was stirred at 
room temperature for 17 h. The mixture was concentrated to give 51 mg of 12E. 
MS (CI, NH3) 516 (MH + ). ^HNMR (CD3OD): (partial) 5 8.91 - 8.52 (m, 2 H), 8.04 
(m, 2 H), 7.76 - 7.50 (m f 3 H), 6.82 (m, 1 H), 4.62 (m, 1 H), 3.36 (s, 3 H), 163 (s, 6 
15 H). 

Example 13 

2-Amino-N-f1-fRVbenzvloxvmethv l-2>f2-methvl-3-oxo-3a-rR.SVpvridin-2-vlmethYl- 

2 l 3 1 3a,4 t 67-hexahvdro-pvra 2olor4.3-clDvridin-5-vn-2-oxo-ethvn-isobutvramide 

dihvdrochloride 

20 A - {1-M-(RyBenzvloxvmemvi -2-(2-me^ 
2.3,3a,4.67-hexahvdro-ovrazolo r4.3^^ 
methvl-ethvll-carbamic acid tert-butvl ester 

According to General Procedure A, 86 mg (0.27 mmol) of 12C and 103 mg (0.27 

mmol) of 1E were coupled and the residue was purified by silica gel 

25 chromatography (95:5 v/v ethyl acetate: hexane) to give 82 mg of 13A. 

B - 2-Amino-N-ri-(RVben2vl oxvmethvl-2-f2-methvl-3-oxo-3a-fRS%pYridin-?- 

Vlmethvl-23,3a.4.6.7-hexahvdro-D vrazolor4.3-dovridin-5-vlV2-oxo-ethviy 
isobutvramide dihvdrochloride 

A mixture of 75 mg (0.12 mmol) of 13A in 1 mL of 4M HCI/dioxane was stirred at 
30 room temperature for about 17 h. The mixture was concentrated to give 80 mg of 
13B. MS (CI, NH3) 507 (MH + ). ^HNMR (CD3OD): (partial) 8 8.78 (m, 1 H), 8.46 
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(m, 1 H), 8.13 - 7.82 (m, 2 H), 7.32 (m, 5 H), 4.57 (m, 3 H), 3.96 (m, 1 H), 3.82 (m, 
2H), 1.63 (m, 6H). 

Example 14 

5 2-Amino-N42-f3a-mVbenzv(-2-meth^-3-oxo-2.3.3a.4.67-hexahvdro-Dvrazolof4.3- 
clpvridirh5-vn-1-(RV(ben2vloxvmethvn-2"Oxo-ethvn-isobutvramide 

A. 4-Oxo-piperidine-1 .3-dicarboxvlic acid 1-tert-butvl ester 3-methvl ester 

To a mixture of 100.0 g (516.4 mmol) of 4-oxo-piperidine-3-carboxylic acid methyl 
ester and 63 g (516.4 mmol) of 4,4-dimethylaminopyridine in 1 L of methylene 
10 chloride at about 0 °C was added a solution of 113.0 g (516.4 mmol) of di-tert- 
butyldicarbonate in 100 mL of methylene chloride over about 90 min. The mixture 
was slowly warmed to room temperature and then stirred for about 19 h. The 
mixture was washed three times each with 10% aqueous HCI, saturated aqueous 
sodium bicarbonate solution and brine, dried over MgS04 and concentrated to 

15 give 130.5 g of 14A as an amorphous solid. 1 HNMR (CDCI3): 6 4.03 (br, 2H); 3.74 
(8, 3H), 3.56 (t t 2H), 2.36 (t, 2H), 1.42 (s, 9H). 

B. 3-(m-Benzv l-4-oxo-oiperidine-1. 3-dicarboxvlic acid 1-tert-butvl ester 3-methvl 
ester 

To a stirred suspension of 11.7 g (293 mmol) of sodium hydride (60% oil 
20 dispersion washed twice with 100 mL of hexane) in 100 mL of DMF was added a 
solution of 65.4 g (254 mmol) of 14A in 150 mL of DMF at about 0 °C over about 
45 min. The ice bath was removed and the mixture was stirred at room 
temperature for about 45 min. The mixture was recooled to about 0 °C and 35.2 
mL (296 mmol) of benzytbromide in 200 mL of DMF was added dropwise to the 
25 stirring solution and the mixture was stirred for about 23 h at room temperature. 
To the solution was carefully added 550 mL of water and the mixture was stirred 
for about 30 min. The mixture was extracted three times with ethyl acetate and 
the combined organic extracts were washed five times with water, once with brine, 
dried over MgS04 and concentrated to give 98 g of a yellow oil. The oil was 
30 crystallized from hexane to give 71 g of 14B as a white solid. MS (CI, NH3) 348 
(MH + ). iHNMR (CDCI3): (partial) 6 7.23 (m, 3 H), 7.13 (m, 2 H), 4.58 (br m. 1 H), 
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4.18 (br, 1 H), 3.63 (s, 3 H), 3.28 - 2.96 <m, 4 H), 2.72 (m, 1 H), 2.43 (m, 1 H), 144 
(s, 9 H). 

C. Sa-fRVBenzvl^-methvl-S-ox^.S.Sa^.eT-hexahvdro-Dvrazolo^.S- 
clpyridine-5-carboxvHc acid tert-butvi ester 

5 A mixture of 47.0 g (135 mmol) of 14B, 38.9 g (270 mmol) of methylhydrazine 
sulfate and 44.3 g (640 mmol) of sodium acetate in 900 mL of ethanol was heated 
at reflux for about 17 h under nitrogen. The mixture was concentrated and the 
residue was dissolved in ethyl acetate and washed three times with water and 
once with brine, dried over MgS04 and concentrated to give a yellow oil. The oil 
10 was stirred in 750 mL of hexane for about 3 h to give 41.17 g of 14C as a white 
solid. MS (CI, NH3) 344 (MH + ). ^HNMR (CDCI3): (partial)5 7.19 (m t 3 H), 7.05 (m, 
2 H), 4.61 (br m, 2 H), 3.24 (m, 1 H), 3.09 (s, 3 H), 3.01 (m, 1 H), 2.62 (m, 4 H), 
1.52 (s,9H). 

D. 3a-(R,S)-Benzvl-2-methvl- 2.3a.4.5.6.7-hexahvdro-Dvrazolor4.3-clpvridin.3. 
15 one hydrochloride 

Anhydrous HCI was bubbled through a solution of 24.55 g (71.5 mmol) of 14C in 
800 mL of diethyl ether at about 0 °C for about 12 min. The mixture was stirred 
for about 3 h, during which time a white precipitate formed. The precipitated solid 
was collected by filtration and to give 19.2 g of 14D. MS (CI, NH3) 244 (MH + ). 
20 1 HNMR (CD3OD): (partial) 8 7.25 (m. 3 H), 7.05 (m, 2 H), 3.77 (m, 2 H), 3.51 (d, 1 
H), 3.25 (m, 1 H), 3.17 (m, 3 H) t 3.03 (s, 3 H) t 2.81 (m. 1 H). 

E - 2-tert-Butoxvcarbonvlami no-2-methvl-oropionic acid 2.5-dioxo-pyrrolidin-1-vl 
ester 

To a stirring solution of 100.0 g (492 mmol) of Boc-a-methylalanine and 94.0 g 
25 (492 mmol) of EDC in 2 L of methylene chloride at about 0 °C was added 56.63 g 
(492 mmol) of N-hydroxysuccinimide in portions and the reaction was then allowed 
to warm to room temperature. The mixture was stirred for about 24 h and washed 
twice each with saturated aqueous sodium bicarbonate solution and brine, dried 
over Na2S04 and concentrated to give 124.0 g of 14E as a white solid. 1 HNMR 
30 (CDCI3): 6 4.96 (br, 1 H), 2.82 (s, 4H), 1.66 (s, 6H), 1 .48 (s, 9H). 
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F. 3-(R)-B nzvloxv-2-(2-tert-butoxvcarbonvlamino-2-methvl-DroDionvlaminoV 
propionic acid 

A mixture of 50.5 g (168 mmol) of 14E t 33.5 g (168 mmol) of O-benzyl-D-serine, 
and 51.05 g (505 mmol) of triethylamine in 400 mL of dioxane and 100 mL of 
5 water was heated at about 45 °C for about 16 h. The mixture was diluted with 
ethyl acetate and acidified to pH 2 with acetic acid. The layers were separated 
and the organic phase was washed with brine, dried over Na2S04 and 

concentrated to give 650 g of 14F as a white solid. 1 HNMR (CD3OD): (partial) 6 
7.55 (d, 1 H), 7.29 (m, 5 H), 4.52 (m, 1 H), 4.48 (s, 2 H), 3.84 (d of d, 1 H), 3.69 (d 
10 of d, 1 H), 1.42 (s, 6 H), 1.38 (s, 9 H). 

G. 3a-fRVBen2 vl-2-methvl-2.3a.4.5.6.7-hexahvdro-Dvrazolor4.3-clDvridin-3-oneL- 
tartrate 

To a mixture of 5.00 g (20.6 mmol) of the free base of 14D and 3.09 g (20.6 mmol) 
of L-tartaric acid in 80 mL of acetone and 3.2 mL of water was heated under 
15 nitrogen at about 70 °C for about 70 h, during which time the reaction mixture 
became a thick suspension and an additional 20 mL of acetone was added. The 
reaction mixture was cooled slowly to room temperature and then filtered. The 
solid that was collected was washed with acetone and dried under vacuum to give 
7.03 g of 14G as a white solid. 

20 H. 3a-fR)-Benzvl-2-methvl-2.3a.4.5.6.7-hexahvdro-Pvra2olor4.3-clDvridin-3- 
one 

To a suspension of 5.00 g (12.7 mmol) of 14G in 80 mL of methylene chloride at 
about 0 °C was added 1.72 mL (25.4 mmol) of ammonium hydroxide and the 
mixture was stirred for about 15 min. The cold solution was filtered and used 
25 immediately in the next step. 

(1-f2-f3a-fR VBen2\ri-2-memvl-3-ox(>-2.3.3a.4.6.7-hexahvdro-Pwazolor4.3- 

clpvridin-5-vlV1-f RVrbenzvloxvmethvlV2-oxo-ethvlcaroamovlV1-methvl-ethvl!- 
carbamic acid tert-butvl ester 

A mixture of 4.83 g (12.7 mmol) of 14F, the solution from 14H, 2.60 g (19.1 mmol) 
30 of HOAT, and 2.45 g (12.8 mmol) of EDC was stirred at about 0 °C under nitrogen 
for about 1 h and then warm d to room temperature and stirred for about 16 h. 
The mixture was filtered and the filtrate was washed with saturated aqueous 
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sodium bicarbonate and water, dried over MgS04 and concentrated t giv 7.35 g 
of 141 as a whit solid. 

J. 2-Amino-N-f2 -(3a-(m-benzvl-2-met^ 
Pvrazolor4.3^lDvridiry5-viyi-(R H^ 
5 To 755 mg (1.25 mmol) of 141 in 7 mL of methylene chloride at about 0 °C was 
added 3.5 mL of cold trifluoroacetic acid and the mixture was stirred for about 1 h 
at about 0 °C. The mixture was allowed to warm to room temperature and stirred 
for about 2 h. The mixture was concentrated and co-evaporated twice with 
toluene. The residue was dissolved in chloroform and washed twice with 
10 saturated aqueous sodium bicarbonate and once each with water and brine. The 
mixture was dried over MgS04 and concentrated to give 594 mg of 14J as an oil. 

Example 15 

2-Amino-N-f1-fm- benzvioxvmethvl-2-(2-methvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 
Pvra2olor4.3-clDv ridin-5-vl)-2-oxo-ethvn-isobutvramide hydrochloride 

15 A - 2-Methvl-3^oxo-2.3.3a.4.6. 7-hexahvdro-pvra2Qlor4.3-clPvridine-5-carhnYY Hr, 
acid tert-butvl ester 

A mixture of 3.00 g (11.66 mmol) of 3A and 537 mg (11.66 mmol) of 
methylhydrazine in 100 mL of ethanol was heated at reflux for about 17 h. The 
mixture was concentrated and the residue was dissolved in 100 mL toluene and 

20 heated at reflux for about 17 h. The mixture was diluted with ethyl acetate, and 
washed twice with brine, dried over MgS04 and concentrated, the residue was 
purified by silica gel chromatography using an elution gradient of 100% ethyl 
acetate to 5% methanol in methylene chloride to give 2.28 g of 15A as a white 
solid. 1HNMR (CD3OD): 5 4.20 (s. 2H), 3.67 (t, 2H), 3.43 (s, 3H), 2.58 (t, 2H) ( 1.48 

25 (s, 9H). 

B. 2-Methvl-2.3a.4.5.6.7-he xahvdro-pvrazolor4.3-clPvridin-3-one hydrochloride 
To 510 mg (2.01 mmol) of 15A in 30 mL of ethanol was added 10 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 35 
min. The mixture was concentrated and the residue was crystallized from 
30 methanol/ethyl acetate to give 425 mg of 1 5B as a yellow solid. 1 HNMR (CD3OD): 
5 4.27 (S, 2H), 3.71 (S, 3H), 3.56 (T, 2H), 3.05 (T, 2H). 
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c - f1-ri-(R)-Benzvloxvm thvt-2-(2-methvl-3- xo-2.3.3a.4 6,7-h xahvdro- 
Pvrazolor4.3-dpvridin-5-vn-2-ox o- thvlcarbamovll-1 -methyl- thvn-camamic acid 
tert-butvl ester 

According to the method outlined in General Procedure A, 100 mg (0.53 mmol) of 
5 15B and 202 mg (0.53 mmol) of 1E were coupled and the residue was purified by 
silica gel chromatography (95:5 v/v methylene chloride: methanol) to give 54 mg of 
15C as a white solid. MS (CI, NH3) 516 (MH + ). 

D - 2>Amino-N-n-R-benzvloxY methv^2-(2-methvl-3-oxo-2.3.3a.4.6.7- 
hexahvdro-pvrazolor4.3-c1Pvridin- 5-vlV2-oxo-ethvn-isobutvramide hydrochloride 

10 To 54 mg (0.10 mmol) of 15C in 30 mL of ethanol was added 10 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 40 
min. The mixture was concentrated and the residue was precipitated from 
methanol/ethyl acetate to give 50 mg of 15D. MS (CI, NH3) 416 (MH + ). 1 HNMR 
(CD3OD): (partial) 8 7.28 (m t 5 H), 5.18 (m 1 H), 4.69-4.38 (m, 4 H), 3.88 (m, 1 H), 

15 3.73 (m, 2 H), 3.68 (s, 2 H) t 3.61 (m, 1 H), 2.67 (m, 1 H), 1.57 (s, 6 H). 

Example 16 

2-Amino-N-f2-(2-benzvl-3-o^^ 

1 (RH1 H-indol-3-vlmethvn-2>oy o-ethvn-isobutvramide hydrochloride 

A - 2-Benzvl-3-oxo-2.3.3a.4.6.7-hexahvdrD- pvrazolor4.3-clPvridine-5-carhnyY iir 
20 acid tert-butvl ester 

A mixture of 800 mg (3.11 mmol) of 3A and 495 mg (3.11 mmol) of benzyi- 

hydrazine dihydrochloride in 15 mL of ethanol was heated at reflux for about 17 h. 

The mixture was concentrated and the residue was dissolved in 100 mL toluene 

and heated at reflux for about 48 h. The mixture was diluted with ethyl acetate, 

25 and washed twice with brine, dried over Na2S04 and concentrated. The residue 

was purified by silica gel chromatography using an elution gradient of 100% ethyl 

acetate to 5% methanol in methylene chloride to give 530 mg of 16A as a tan 

solid. MS (CI, NH3) 330 (MH + ). 

B - 2-Benzvl-2.3a.4.5.6.7-he xahvdro-pvrazolor4.3-clPvridin-3-one 
30 hydrochloride 

To 411 mg (1.24 mmol) of 16A in 30 mL of thanol was add d 10 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 30 
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min. Th mixtur was concentrated and th residu was crystallized from 
methanol/ thyl acetate to give 353 mg of 16B as a y How s lid. MS (CI, NH3) 230 

(MH + ), 1 HNMR (CD3OD): 5 7.26-7.40 (m, 5H), 5.22 (s, 2H), 4.12 (s, 2H), 3.53 (t, 
2H), 3.00 (t, 2H). 

5 c - (RV2-(2-tert-Butoxvcar faonvlamino-2-methvl-Dropionvlanriino)-3-(1H-indol-3- 
vlVpropionic acid 

To a stirring solution of 30.6 g (0.15 mol) of D-tryptophan, 30.4 g (0.30 mol) of N- 
methylmorpholine in 450 mL of (4:1) dioxanerwater, was added 45.0 g (0.15 mol) 
of 14E and the mixture was stirred for about 72 h. Excess dioxane was removed 
10 by evaporation and water and ethyl acetate were added to the mixture. The pH of 
the solution was adjusted to 3 with concentrated HCI and the layers were 
separated. The organic layer was washed with water and brine, dried over MgS04 
and concentrated. The residue was crystallized from ethyl acetate/hexanes to 
give 37.0 g of an off-white solid. 

15 D - (1-r2-(2-Benzvl-3-oxo-2.3. 3a.4.6.7-hexahvdro-Dvrazolor4.3-clDvridin-5-Yl)-l- 

(R)-(1 H-indol-3-vlmethvn-2-oxo -ethvlcarbamovn-1-methvl-ethvn-carbamic acid tert- 
butvl ester 

According to the method outlined in General Procedure A, 100 mg (0.38 mmol) of 
16B and 202 mg (0.53 mmol) of 16C were coupled and the residue was purified by 
20 silica gel chromatography (95:5 v/v methylene chloride:methanol) to give 45 mg of 
16D as a white solid. MS (CI, NH3) 601 (MH + ). 

E - 2-Amino-N-r2-(2-benzvl-3-o xo-2.3.3a.4.6.7-hexahvdro-Dvrazolor4.3- 
c1pyridirv-5-viyi-(RH1H-indol ^ 

To 45 mg (0.07 mmol) of 16D in 60 mL of ethanol was added 20 mL of 
25 concentrated HCI and the mixture was stirred at room temperature for 35 min. The 
mixture was concentrated and the residue was precipitated from methanol/ethyl 
acetate to give 30 mg of 16E. 1 HNMR (CD3OD): (partial) 8 7.40 (m, 4 H), 7.25 (m, 
3 H), 7.11 (m, 2 H), 6.96 (m, 2 H) t 6.81 (m, 1 H), 5.38 - 4.93 (m, 3 H), 4.46 (m, 1 
H), 4.22 (m, 1 H) t 3.96 (m, 1 H), 3.69 (m, 1 H), 3.18 (m, 1 H), 2.28 (m, 1 H), 1.57 
30 (m, 6 H) t 1.38 (m, 1 H). 
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Example 17 

2-Amino-N-n-benzyloxNmiethv^ 

Pvrazoiof4.3-clpvridin-5-vn-2-oxo-ethvn-isobutvramide hydrochloride 
5 A. 3-Methvl-4>oxo-piperidine-1.3-dicarboxvlic acid 1-tert-butvl ester 3-(R.S)-methvl 
ester 

To a solution of 2.00 g (7.77 mmol) 3A in 30 mL of DMF was added 308 mg (7.77 
mmol) of sodium hydride (60% oil dispersion) and the mixture was stirred at room 
temperature for about 25 min. To the stirring solution was added 0.50 mL (7.77 
10 mmoi) of methyl iodide and the mixture was stirred for about 17 h at room 
temperature. The mixture was diluted with ethyl acetate and washed once with 
water and four times with brine, dried over MgS04, and concentrated. The 
residue was purified by silica gel chromatography (7:3 v/v hexaneiethyi acetate) to 
give 1.75 g of 17A as a clear oil. MS (CI, NH3) 272 (MH + ). 

15 B. 2.3a-(R.SV Dimethvl-3-oxo-2.3.3a.4.6.7-hexahvdro-pvrazolor4.3-clPVridine- 
5-carboxvlic acid tert-butvl ester 

A mixture of 1.62 g (9.50 mmol) of 17A and 435 mg (9.50 mmol) of 
methylhydrazine in 30 mL of ethanol was heated at reflux for about 4 h. The 
mixture was concentrated and the residue was dissolved in 50 mL toluene and 
20 heated at reflux for about 14 h. The mixture was diluted with ethyl acetate, and 
washed twice with brine, dried over Na2S04 and concentrated. The residue was 
purified by silica gel chromatography (7:3 v/v hexane:ethyl acetate) to give 1.00 g 
of 17B as a white solid. MS (CI, NH3) 268 (MH + ). 

C. 2.3a>(R.SVDi methvl-2.3a.4,5.6.7-hexahvdro-pvrazolor4.3-clPvridin-3-one 
25 hydrochloride 

To 1.00 g (3.74 mmol) of 17B in 40 mL of ethanol was added 8 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 35 
min. The mixture was concentrated and the residue was crystallized from 
methanol/ethyl acetate to give 850 mg of 17C as a white solid. MS (CI, NH3) 168 
30 (MH + ). 
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D- f1-n-fRVBenzvloxvmethvl-2-(2.3a-fR.SVdimethvt-3-oxo-2.3.3a.4.6.7. 
hexahvdro-pvraz l or4.3-clPvridin-5-vn-2-oxo- thvlcarbamovtl-1-methvl-ethvf^ 
carbamic acid tert-butvl ester 

According to the method outlined in General Procedure A, 150 mg (0.74 mmol) of 
5 17C and 514 mg (1.35 mmol) of 1E were coupled and the residue was purified by 
silica gei chromatography (85:15 v/v hexane:ethyl acetate) to give 185 mg of 17D 
as a white solid. 

2-Amino-N-n -fRVbenzvloxvmethvl-2-f2,3a-(R.S)-dimethvl-3-oxo- 
2.3.3a.4.6.7-hexa hvdro-Dvrazolor4.3-clDvridirh5-vlV2-oxo-emvnHSobutvramide 
10 hydrochloride 

To 173 mg (0.33 mmol) of 17B in 40 ml_ of ethanol was added 15 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 1 h. 
The mixture was concentrated and the residue was diluted with chloroform and 
washed with saturated aqueous sodium bicarbonate and brine, dried over 

15 Na2S04 and the residue was purified by silica gel chromatography using an 
elution gradient of 100% ethyl acetate to 10% diethylamine in ethyl acetate. The 
residue was dissolved in ethanol and acidified with aqueous HCI. The mixture was 
concentrated and the residue was crystallized from methanol/ethyl acetate to give 
65 mg of 17E as a white solid. MS (CI, NH3) 502 (MH + ). 1 HNMR (CD3OD): 

20 (partial) 5 7.32 (m, 5 H), 5.14 (m, 1 H), 4.53 (m, 3 H), 3.71 (m, 3 H), 2.97 (m, 1 H). 
2.83 (m, 1 H), 2.57 (m, 1 H), 1.98 (m, 2 H), 1.61 (m, 6 H), 1.38 (s, 3 H). 

Example 18 

2-Amino-N-r2-f3a-(R Vbenzvl-3-oxo-2.3.3a.4.6.7-hexahvdro-Dvrazolof4 , 3- 

ClPVridin-5-vlV1-fRV-benzvloxv methvl-2-oxo-ethvl1-isobutvramide hydrochloride 
25 and 

2-Amino-N-r2-f3a-r sVbenzvl-3-oxo-2.3.3a.4.6.7-hexahvdro-Dvrazolor4.3- 
c1pvridin-5-vIV1-fRV^enzvloxvm emvl-2-oxo^thvn-isobutvramide hvdrochlnririP 
A- 3-Benzvl-4- oxo-Piperidine»3-carboxvlic acid methvl ester 
To 200 mg (0.58 mmol) of 3B at about 0 °C was added 5 mL of cold trifluoroacetic 
30 acid and the mixture was stirred for about 1 h. The mixture was concentrated and 
the residue was co-evaporated with ethyl acetate and hexane. To the residue was 
add d 2N NaOH to make it basic and the mixture was extracted with chlorof rm. 
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The combin d organic extracts were dried over MgS04 and concentrat d to give 
18A in quantitativ yield. 

B - 3^R.S>-BenzvH-f3-ben zvloxv-2-(RW2-tert^^ 
propionvlaminoVprooionvl1-4 -oxo-DiDeridine-3-carboxvlic acid methvl ester 
5 According to the method outlined in General Procedure A, 1.77 g (7.16 mmol) of 
18A and 3.04 g (8.0 mmol) of 14F were coupled to give a mixture of 
diastereomers. The residue was purified by silica gel chromatography (7:3 v/v 
hexane:ethyl acetate) to give 820 mg of less polar 18B isomer 1 and 1.14 g more 
polar 18B isomer 2. MS (CI, NH3) 61 1 (MH + ) for both isomers. 

10 c - l142-(3a-(R.SVBenzvl-3.o x()-2.3.3a.4.6.7-hexahvdro-Dvrazolor4.3-clpvridir^ 

5-vlV1-(RV-benzvloxvmethvl- 2-oxo-ethvlcarbamovn-1-methvl-ethYlVcarbamic acid 
tert-butvl ester 

To a solution of 820 mg (1.32 mmol) of 18B isomer 1 in 13 mL of ethanol was 
added 342 mg (2.63 mmol) of hydrazine sulfate and 431 mg (5.26 mmol) of 

15 sodium acetate and the mixture was heated at reflux for about 17 h. The mixture 
was concentrated and the residue was diluted with ethyl acetate and washed with 
saturated aqueous sodium bicarbonate and brine, dried over MgS04 and 
concentrated. The residue was purified by silica gel chromatography using an 
elution gradient of 75% ethyl acetate in hexane to 100% ethyl acetate to give 550 

20 mg of 1 8C isomer 1 . 

To a solution of 1.14 g (1.86 mmol) of 18B isomer 2 in 20 mL of ethanol was 
added 485 mg (3.73 mmol) of hydrazine sulfate and 613 mg (7.48 mmol) of 
sodium acetate and the mixture was heated at reflux for about 17 h. The mixture 
was concentrated and the residue was diluted with ethyl acetate and washed with 
25 saturated aqueous sodium bicarbonate and brine, dried over MgS04 and 
concentrated. The residue was purified by silica gel chromatography (75:25 v/v 
ethyl acetate/hexane) to give 710 mg of 18C isomer 2. 

D - 2-Amino-N-r2-f3a-(RVben ^3-oxo-2.3 3a4.6.7-hexahvdro-pvrazolor4.3- 
c1 pYridin-5-yl)-1 -(RVbenzvloxvmethvl-2-oxo-ethvn-isobutvramide hvdrorhlnrirte 
30 To 200 mg (0.34 mmol) of 18C isomer 1 in 12 mL of ethanol was added 6 mL of 
concentrated HCI and the mixture was stirred at room temperature for about 2.5 h. 
The mixture was concentrated and co-evaporated three times with ethanol to give 



WO 98/58949 



-95- 



PCT/IB98/00876 



20 mg f 18D isomer 1. MS (CI, NH3) 492 (MH + ). 1 HNMR (CD3OD): (partial)6 
8.42 (br d, 1 H), 7.35 (m, 5 H) t 7.18 (m t 5 H), 5.23 (m, 2 H), 4. 91 (m, 1 H), 4.54 
(m, 4 H), 3.80 (m, 2 H), 3.63 (m, 1 H) t 3.12 (m, 1 H) t 3.07 (m, 3 H), 2.61 (m f 3 H), 
1.62 (m, 6 H), 1.39 (m, 1 H). 

5 2-Amino-N-f2-(3a-fS^benzvl-3-oxQ-2.3.3a.4.6.7-hexahvdro-Dvrazolor4 , 3- 
clpyridin-5-vlV1-(RVben2vlox vmethvl-2-ox(>ethvl1-isobutvramide hydrochloride 
To 200 mg (0.34 mmol) of 18C isomer 2 in 20 ml_ of ethanol was added 10 mL of 
concentrated HCI and the mature was stirred at room temperature for about 2.5 h. 
The mixture was concentrated and co-evaporated three times with ethanol to give 
10 30 mg of 18E isomer 2. MS (CI, NH3) 492 (MH + ). **HNMR (CD3OD): (partial) 6 
8.29 (br d ( 1 H), 7.30 (m, 5 H), 7.11 (m, 4 H), 6.88 (m, 1 H), 5.29 (m, 1 H), 4.92 (m, 
1 H) t 4.62 (m, 3 H), 3.91-3.70 (m, 3 H), 3.22-2.95 (m, 3 H), 2.66 (m, 3 H), 1.57 (m, 
6H) ( 1.30 (m, 1 H), 0.89 (m, 1 H). 

Example 19 

15 2-Amino-N-f1-rR)-benzvio xvmeth^^ 

2,3,3a,4,67-hexahvdro-Dvt^ol or4.3-dDvridin-5-vn-2-oxo-ethvn-isobutvramide 
dihvdrochloride 

A - 4-Oxo-3-(R.SVthia2Ql-4 -vlmethvl-DiDeridine-1.3-dicarboxvlic acid 1-tert-butvl 
ester 3-ethvl ester 

20 To a solution of 300 mg (1.10 mmol) of 1A in 5 mL of THF at about 0 °C was 
added 67 mg (1.66 mmol) of sodium hydride (60% oil dispersion) and the mixture 
was stirred for about 30 min. A solution of 204 mg ( 1 .21 mmol) of 4-chloromethyl- 
thiazole (Hsiao, C. N; Synth. Comm. 20, p. 3507 (1990)) in 5 mL of THF was 
added to the cold solution, followed by 87 mg (0.53 mmol) of potassium iodide and 

25 the mixture was heated at reflux for about 17 h. The mixture was diluted with 
water and extracted with ethyl acetate. The combined organic extracts were dried 
over Na2S04 and concentrated and the residue was purified by silica gel 
chromatography (7:3 v/v hexane:ethyl acetate) to give 90 mg of the title 
compound. MS (CI, NH3) 648 (MH + ). 
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B 2-M thvl-3-ox o-3a-(R.S)-thiazol-4-vlmethvl-2.3.3a.4.6.7-hexahvdro- 
Pvra20lor4.3-clDv ridine-5-carfaoxvlic acid tert-butvl ester 

To 90 mg (0.24 mmol) of 19A in 2 mL of ethanol was added 11.2 mg (0.24 mmol) 
5 of methylhydrazine and the mixture was heated at reflux for about 17 h. An 
additional 33.6 mg (0.72 mmol) of methylhydrazine was added and the mixture 
was heated at reflux for about 7 h. The mixture was concentrated and the residue 
was dissolved in 3 mL of toluene and heated at reflux for about 17 h. The mixture 
was concentrated and the residue was purified by silica gel chromatography (6:4 
10 v/v hexanerethyl acetate) to give 44 mg of 19B. MS (CI, NH3) 648 (MH + ). 

c - 2-Methvl-3a-fR.SVthiazol-4 -vlmethvl-2.3a,4.5.6.7-hexahvdro-pvrazGlQf4 l ^ 
clPvridin-3-one dihvdrochloride 

A mixture of 44 mg (0.10 mmol) of 19B in 1 mL of 4M HCI in dioxane was stirred at 
room temperature for about 4 h. The mixture was concentrated and co- 
15 evaporated with methylene chloride to give 40 mg of 19C. MS (CI, NH3) 251 
(MH + ). 

D - {1-ri"(RVBer^oxvmethvl- 2-(2-methvl-3-oxo-3a-(RSWhiazol-4-vlmethYL 
2 t 3 l 3a t 4,6J-hexahvdro-D\^olof 4.3-clPvridirv5-vlV2-oxchethvlcaroamovl1-^ 
methvt-ethvlVcarbamic acid tert-butvl ester 
20 According to the method outlined in General Procedure A, 40 mg (0.12 mmol) of 
19C and 39 mg (0.12 mmol) of 14F were coupled and the residue was purified by 
silica gel chromatography (9:1 v/v ethyl acetate:hexane) to give 40 mg of 19D. MS 
(CI, NH3) 613 (MH + ). 
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E. 2-Amino-N-ri-(RVbenzvloxvmethvl-2-(2-methvi-3-oxo»3a-fR.S)-thiazol-4- 
vlmethvl-2.3.3a,4.67-hexahvdro-pvrazolof4.3-c1pvridin-5-vl)-2-oxo-ethvl1- 
isobutvramide dihvdrochloride 

A mixture of 40 mg (0.06 mmol) of 19D in 1 mL of 4M HCt in dioxane was stirred at 
5 room temperature for about 5 h. The mixture was concentrated and co- 
evaporated with methylene chloride to give 40 mg of 19E. MS (CI, NH3) 513 

(MH + ). 

Example 20 

2-Aminc>-N-r2-(3a'(RVbenzv1-2-methvl-3-oxo-2.3.3a.4,6T-hexahvdro-pvra2otor4.3- 
10 clpyridin-5-vi)-1(RV(benzvloxvmethvl)-2-oxo-ethvlVisobutvramide L-tartaric acid 
salt 

To 4.6 g of the title compound of Example 14 in 20 mL of methanol, a solution of 
1.36 g of L-tartaric acid in 20 mL of methanol was added at about 0° C. The 
mixture was warmed to room temperature, stirred for about 40 min. and 
15 concentrated in vacuo. The residue was diluted with 220 mL of ethyl acetate, 
heated at reflux for about 1.5 h, then stirred at about 72° C for about 18 h. The 
mixture was cooled to room temperature, and filtered to give 5.78 g of the title 
compound as a colorless crystalline solid. 

Example 21 

20 3-Benzvl-3-methoxvcarbonvlmethvl-4-oxo-piperidine-1-carboxvlic acid tert-butvl 
ester 

A. 3-Benzvl-4-oxo-piperidine-1-carboxvlic acid tert-butvl ester 

A mixture of the p-ketoester (4480 mg, 12.9 mmol) and LiCI (1100 mg, 25.8 
mmol) was heated in DMF (2.0 mL) at about 120 °C for about 17 h. The reaction 

25 mixture was cooled to room temperature and extracted with EtOAc (3 x 100 mL). 
The combined extracts were dried and concentrated in vacuo. The crude product 
was chromatographed on SiC>2 using 20% ethyl acetate/hexanes to give 1320 mg 
of the desired product as a yellow oil. 1 H NMR (250 MHz, CDCI 3 ): d: 7.4 (m, 5H), 
4.2 (m, 1H), 3.4 <m, 1 H), 3.3 (dd, 1 H), 3.05 (dd, 1 H) ( 2.7 (m, 1H), 2.55 (m t 4H), 

30 1 .5 (s, 9H); MS (APCI): 190 (M+1- BOC). 
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B. 3-BenzYl~3-methoxvcarbonvlm thvl-4-oxo-piperidine-1-carboxvlic acid tert- 
butvl ester 

A solution of the product from Step A of Example 21 above (1320 mg, 4.56 
5 mmol), pyrrolidine ( 972 mg, 13 mmol) and p-toluenesulfonic acid (33 mg) in 
benzene (30 mL) was refluxed through 3d molecular sieves for about 17 h. The 
reaction mixture was cooled to room temperature and concentrated in vacuo. The 
residue was dissolved in benzene (10 mL) and cooled to about 0 °C. Methyl 
bromoacetate (1530 mg t 10 mmol) was added dropwise. The reaction mixture 

10 was slowly allowed to warm to room temperature and then was heated under 
reflux for about 17 h at which point H 2 0 (5 mL) was added. After refluxing for 
about another 2 h, the reaction mixture was cooled to room temperature and 
extracted with EtOAc (3 x 100 mL). The combined organic extracts were dried and 
concentrated in vacuo. The crude residue was chromatographed on SiO^gel 

15 using 15% ethyl acetate/ hexanes to give 280 mg of product 1 H NMR (250 MHz, 
CDCI 3 ): d 7.35 (m, 5 H), 4.5 (m, 1 H), 3.8 (s, 3H), 3.4 (dd, 1 H), 3.1 (m, 1 H), 2.85 
(m, 4H), 2.6 (m, 1 H), 2.4 (m, 1 H), 1.5 (s, 9 H); MS (APCI): 362 (M+1). 

Example 22 

6-Oxo-1-phenvl-cvclohexane-1.3-dicarboxvlic acid 3-tert-butvl ester 1-methvl ester 
20 A solution of diphenylmercury (890 mg, 2.5 mmol) in CHCfe (4 mL) under N 2 

was heated to about 40 °C. Lead tetraacetate (1110 mg, 2.5 mmol) was added in 
small portions and the greenish yellow solution was stirred at about 40 °C for 
about 0.5 h. The p-ketoester (520 mg, 2.0 mmol) was then added, followed by 
pyridine (0.2 mL, 2.5 mmol). After about 5 h at about 40 °C, the reaction mixture 
25 was concentrated in vacuo and the residue was dissolved in ether (100 mL) and 
filtered. The filtrate was washed with 3N H2SO4 (3x), dried and concentrated to 
give 616 mg of a yellow solid. Flash chromatography over SiCVgel using 25% 
ethyl acetate/hexanes provided 368 mg of the desired product . 1 H NMR (400 
MHz, CDCI3): d 7.15 (m, 5 H), 4.4 (s, 2 H), 3.7 (s, 5 H), 2.6 (s, 2 H), 1.5 (s, 9H); MS 
30 (APCI): 334 (M+1) 
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Exampi 23 

(D^-2-Amino-3-r2.4-dichlQro-b en2vloxv)>propionic acid hydrochloride 
A. fD)-2-tert-B utoxvrarfaonvlamino»3-(2.4-dichloro-benzvloxvVpropionic acid 
5 To a stirred solution of Boc-D-serine (8.2 g, 40 mmol) in DMF (75 mL) at 

about 0°C was added NaH (60% dispersion, 3.2 g, 80 mmol) over about a 10 
minute period. The reaction mixture was stirred for about 1.75 h at about 0 °C, 
then about 0.25 h at room temperature. After cooling to about 0 °C, a solution of 
2,4-dichlorotoluene (5.56 mL, 40 mmol) in DMF (5 mL) was added dropwise. The 

10 reaction mixture was allowed to warm to about 23 °C and was stirred for about 17 
h, then was partitioned between di-isopropylether and 10% HCI. The aqueous 
solution was extracted with di-isopropyl ether (2x). The combined extracts were 
washed with saturated aqueous brine, dried and concentrated to give 14.75 g of 
crude product which was used without further purification. 1 H NMR (400 MHz, 

15 CDCfe): d 7.6-7.2 (m, 3 H), 5.4 (d, 1 H), 4.6 (s, 2 H), 4.0 (d, 1 H), 3.8 (dd, 2 H), 1.1 
(s, 9H); MS (APCI): 264,266 (M+1, M+2). 

B - (D)-2-Amin o-3-(2.4-dichloro-ben2vloxvVproDionic acid hydrochloride 

The product from step A of Example 23 above (14.7 g, 40 mmol) was 
stirred in 4 M HCI/dioxane (100 mL) for about 17 h. The reaction mixture was 
20 concentrated in vacuo to give 12 g of a pale yellow solid (100%). MS (APCI): 265 
(M+1). 

Example 24 

Example 24 having the formula shown below, 




25 wherein R 1 is -CH r pheny! and R 2 is methyl, was synthesized in an analogous 
manner to the procedures described in Examples 3C to 3F using the title 
compound of Example 21 as starting mat rial. B th the R,R and S ( R 
diast reomers (* indicates the other stereois mer center at the C-3 carbon of th 
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above structure) were isolated. Mass spec. (M+1)= 520; MS method = particf 
b mbardm nt 

Examples 25 and 26 
Examples 25 and 26 having the formula shown below, 



wherein for both examples 25 and 26 R 1 is phenyl and R 2 is methyl, where 
example 25 is the R,R isomer and example 26 is the S,R isomer. Examples 25 
and 26 were synthesized in an analogous manner to the procedures described in 
Examples 3C to 3F using the title compound of Example 22 as starting material 

10 followed by chromatographic separation of the two separate isomers. Mass spec, 
of each example (M+1)= 493, MS method= particle bombardment. 

Examples 27-159 
Examples 27 to 159 listed in the table below, were prepared according to 
the scheme illustrated below by coupling the appropriately substituted pyrazalone- 

15 piperidine of formula I (in the below scheme) with the (D)-OBnSer derivative II (in 
the below scheme) in an analogous manner to the procedures described in 
Examples 3E and 3F. 



5 





N 





O 



(0 



♦ HO, 



(ID 



.NHBoc 



1. EDC, HOAT 



NHj 



20 



The pyrazalone-piperidines of formula I were prepared analogously according to 
the procedures described in Examples 3B and 3C starting with the appropriate 
alkylating agent and alkylhydrazine; the (D)-OBnSer derivatives (II) wer prepared 
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in thre st ps analog usly to th procedur s describ d in Example 23A, Example 
23B and Example 5F. 




Ex. # 


Isomer 


R 2 


R n = -Cl-U-A 1 
A 1 


Ar 

Ml 


tic 

Mo 


no 
MS 

ivietnoo 


27 


d1 


H 


2-Dvridvl 


nhenvl 

fJt ICI IJf 1 




rb 


28 


d1 


H 


4-thiazolvt 


Dhenvl 

yst iwi ijf i 


ilQQ 


DB 

PB 


29 


d2 


H 


4-thiazolvl 


Dhenvl 

fit Id |J| 


■to?? 


rb 


30 


d1 


H 


5-thiazolvl 


nhpnv! 




ArOI 


31 


d1 


Me 


phenyl 


2 4-di-CI-Ph 




A DPI 


32 


d1 


Me 


phenyl 


2 4-di-F-Ph 




DD 
PB 


33 


d1 


Me 


phenyl 


T2 3-0-CH-9-01Phenvl 




DD 

rb 


34 


d1 


Me 


phenyl 


2-CF*-Ph 

Wl J 1 1 1 




DD 

rtJ 


35 


d1 


Me 


phenyl 


2-Me-Ph 






36 


d1 


Me 


phenyl 


2-Dvridvl 


507 


PR 


37 


d1 


Me 


phenyl 


3,4-dl-F-Ph 


542 


PR 


38 


d1,2 


Me 


phenyl 


3,5-dhCF3-Ph 


642 


PB 


39 


d1 


Me 


phenyl 


3,5-di-CI-Ph 


576 


APCI 


40 


62 


Me 


phenyl 


3-CFrPh 


575 


APCI 


41 


d1 


Me 


phenyl 


3-CI-Ph 


540 


APCI 


42 


d1 


Me 


phenyl 


3-CI-thiophene 


546, 548 


APCI 


43 


d1 


Me 


phenyl 


3-F-4-CI-Ph 


560 


APCI 


44 


d1 


Me 


phenyl 


3-Me-Ph 


520 


PB 


45 


d1 


Me 


phenyl 


4-CI-Ph 


540 


PB 


46 


d1 


Me 


phenyl 


4-pyridyl 


507 


PB 


47 


d1 


Me 


phenyl 


4-thiazolyl 


513 


PB 


48 


d1 


Me 


phenyl 


5-thiazolvl 


513 


APCI 


49 


d1.2 


Me 


phenyl 


benzisoxazolvl 


547 


PB 


50 


d1 


Me 


phenyl 


4-pyrimidinyl 


508 


PB 


51 


d1,2 


Me 


4-Ph-Ph 


4-thiazolyl 


589 


APCI 


52 


d1,2 


Me 


4-Ph-Ph 


2-pyridyt 


583 


APCI 


53 


d1 


Me 


4-F-Ph 


phenyl 


524 


PB 


54 


d2 


Me 


4-F-Ph 


phenyl 


524 


PB 


55 


d1 


Me 


4-F-Ph 


3-CI-Ph 


558 


PB 


56 


d2 


Me 


4-F-Ph 


3-CI-Ph 


558 


PB 


57 


d1 


Me 


4-F-Ph 


3,4-di-F-Ph 


560 


APCI 


58 


d2 


Me 


4-F-Ph 


3,4-di-F-Ph 


560 


APCI 


59 


d1,2 


Me 


4-F-Ph 


2-pyridyl 


525 


APCI 
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Ex. # 


Isomer 


R 


R = -CH r A 
A 


Ar 


MS 


MS 
M thod 


DO 


d1,2 


Me 


4-r-Ph 


2-CFrPn 


592 


APCI 


61 


dl 


Me 


4-CFarPh 


4-CI-Ph 


609 


APCi 


62 


d1,2 


Me 


4-CF3-Pn 


4-CI-Ph 


609 


APCI 


63 


d1,2 


Me 


3-pyridyl 


phenyl 


508 


PB 


64 


d1 


Me 


phenyl 


3-pyridyl 


508 


PB 


65 


d1 


mm*- 

Me 


2-quinolinyl 


phenyl 


594 


PB 


66 


d2 


mm 

Me 


2-quinolinyl 


phenyl 


594 


PB 


67 


d1 


Me 


2-pyridyl 


phenyl 


506 


PB 


68 


d2 


Me 


2-pyridyl 


phenyl 


506 


PB 


69 


d1,2 


Me 


2-pyridyl 


3-F-4-CI-Ph 


559, 561 


APCI 


70 


d1 


Me 


2-pyridyl 


3-CI-thiophene 


547, 549 


APCI 


71 


d1 


Me 


2-pyridyl 


3-CFa-Ph 


575 


PB 


72 


d1,2 


Me 


2,4-di-F-Ph 


3,4-di-F-Ph 


579 


APCI 


73 


d1,2 


Me 


2,4-di-F-Ph 


2-pyridyl 


544 


PB 


74 


d1 


Me 


4-thiazolyl 


phenyl 


513 


APCI 


75 


d2 


Me 


4-thiazolyl 


phenyl 


513 


PB 


76 


d1 


Me 


5-thiazolyl 


phenyl 


513 


PB 


77 


d1 


Et 


2-pyridyl 


phenyl 


521 


PB 


78 


d1,2 


Et 


phenyl 


4-thiazolyl 


541 


APCI 


79 


d1 


Et 


phenyl 


3,5-di-CFs-Ph 


656 


PB 


80 


d1,2 


Et 


phenyl 


3,4-di-F-Ph 


556 


PB 


81 


d1 


Et 


2,4-di-F-Ph 


2,4-di-F-Ph 


593 


APCt 


82 


d2 


Et 


2,4-di-F-Ph 


2,4-di-F-Ph 


593 


APCI 


83 


d1 


Et 


2,4-di-F-Ph 


2-CFs-Ph 


625 


APCI 


84 


d2 


Et 


2,4-di-F-Ph 


2-CF^Ph 


625 ' 


APCI 


85 


d1 


Et 


2,4-di-F-Ph 


3,4-di-F-Ph 


593 


APCI 


86 


d2 


Et 


2,4-di-F-Ph 


3,4-di-F-Ph 


593 


APCI 


87 


d1 


Et 


2-pyridyl 


3,4-di-F-Ph 


607 


PB 


88 


02 


Et 


2-pyridyl 


3,4-di-F-Ph 


607 


PB 


89 


d1 


Et 


4-CFxPh 


2,4-di-F-Ph 


625 


APCI 




d2 


Et 


4-CFyPh 


2,4-di-F-Ph 


625 


APCI 


91 


dl 


Et 


4-CFrPh 


3-CI-Ph 


623 


APCI 


92 


dl 


Et 


4-CFrPh 


4-CI-Ph 


623 


APCI 


93 


d2 


Et 


m s*w— ni_ 

4-CF3-Ph 


4-CI-Ph 


623 


APCI 


OA 


Cm 


tt 


4-Crl3rPn 


3-CI-Ph 


568 


APCI 


yo 


UZ 


c* 


A nu 

4-Cn3-Pn 


^*i m~ 

3-CI-Ph 


568 


APCI 


OA 


□ 1 


tl 




3,4-dhF-Ph 


590 


PB 


97 


d2 


Et 


4-CI-Ph 


3 4-di-F-Ph 

v*|T\irr rii 




PP 

rD 


98 


d1 


Et 


4-CI-Ph 


3-5-di-CI-Ph 


622 


PB 


99 


d2 


Et 


4-CLPh 


3-5-di-CI-Ph 


622 


PB 


100 


d1 


Et 


4-CI-Ph 


3-CI-Ph 


589 


PB 


101 


d2 


Et 


4-CI-Ph 


3-CI-Ph 


589 


PB 


102 


d1 


Et 


4-F-Ph 


3,4-di-F-Ph 


574 


PB 


103 


d2 


Et 


4-F-Ph 


3,4-di-F-Ph 


574 


PB 


104 


d1 


Et 


4-F-Ph 


3-CI-Ph 


572 


APCI 



wo 
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Ex. # 


Is mer 


R 2 


R 7 = -CHrA 1 
A 1 


Ar 


MS 


MS 
Method 


105 


d2 


Et 


4-F-Ph 


3-CI-Ph 


572 


APCI 


106 


d1,2 


Et 


4-Me-Ph 


2-CF3-Ph 


602 


APCI 


107 


d1,2 


Et 


4-Me-Ph 


3,4-di-F-Ph 


570 


APCI 


108 


d1,2 


CF 3 CH 2 


phenyl 


4-thiazolyl 


595 


APCI 


109 


d1 


CF 3 CH 2 


phenyl 


3-CFa-Ph 


642.3 


APCI 


110 


d1 


CF3CH2 


phenyl 


3,5-di-CI-Ph 


643 


APCI 


111 


Gt2 


CF 3 CH 2 


phenyl 


3,5-di-CI-Ph 


644 


APCI 


112 


d1 


CF3CH2 


phenyl 


3,4-di-F-Ph 


610.2 


APCI 


113 


d2 


CF3CH2 


phenyl 


3,4-di-F-Ph 


610.2 


APCI 


114 


d1 


CF3CH2 


phenyl 


3,5-di-CI-Ph 


643 


APCI 


115 


d2 


CF 3 CH 2 


phenyl 


3.5-di-CI-Ph 


644 


APCI 


116 


d1 


CF 3 CH 2 


phenyl 


3-CFrPh 


642.3 


APCI 


117 


d1 


CF 3 CH 2 


phenyl 


3,4-di-F-Ph 


610.2 


APCI 


118 


d2 


CF 3 CH 2 


phenyl 


3,4-di-F-Ph 


610.2 


APCI 


119 


d1,2 


CF3CH2 


phenyl 


4-thiazolyl 


595 


APCI 


120 


d1.2 


CF 3 CH 2 


2.4-di-CI-Ph 


2-pyridyl 


643 


APCI 


121 


d1,2 


CF 3 CH 2 


2,4-di-CI-Ph 


4-thiazolyl 


649 


APCI 


122 


d1 


CF 3 CH 2 


2,4-F-Ph 


2-CF-rPh 


679 


APCI 


123 


d2 


CF3CH2 


2,4-F-Ph 


2-CFa-Ph 


679 


APCI 


124 


d1 


CF3CH2 


2,4-F-Ph 


3,4-di-F-Ph 


647 


APCI 


125 


d2 


CF3CH2 


2,4-F-Ph 


3,4-di-F-Ph 


647 


APCI 


126 


d1,2 


CF3CH2 


2,4-F-Ph 


4-thiazolyl 


617 


PB 


127 


d1 


CF3CH2 


2-pyridyl 


2,4-di-CI-Ph 


643 


APCI 


128 


d2 


CF3CH2 


2-pyridyl 


2,4-di-CI-Ph 


643 


APCI 


129 


d1 


CF 3 CH 2 


2-pyridyl 


2,4-di-F-Ph 


611 


PB 


130 


d2 


CF 3 CH 2 


2,pyridy! 


2,4-di-F-Ph 


611 


PB 


131 


d1 


CF3CH2 


2-pyridyl 


2-CF3-4-F-Ph 


661 


APCI 


132 


d1 


CF 3 CH 2 


2-pyridyl 


2-CFa-Ph 


643 


PB 


133 


d2 


CF 3 CH 2 


2-pyridyl 


2-CFs-Ph 


643 


PB 


134 


d1 


CF 3 CH 2 


2-pyridyl 


3,4-di-F-Ph 


611 


PB 


135 


d2 


CF3CH 2 


2-pyridyl 


3.4-di-F-Ph 


611 


PB 


136 


d1 


CF 3 CH 2 


2-pyridyl 


3,5-di-CI-Ph 


643 


APCI 


137 


d1 


CF 3 CH 2 


2-pyridyl 


3-O-Ph 


609 


PB 


138 


d1 


CF 3 CH 2 


2-pyridyl 


3-Othiophene 


615, 617 


APCI 


139 


d1,2 


CFsCI-fe 


2-pyridyl 


3-F-4-CI-Ph 


627, 629 


APCI 


140 


d1 


CF 3 CH 2 


2-pyridyl 


3-OCFs-Ph 


659 


APCI 


MAM 

141 


d1 


CF 3 CH 2 


2-pyridyl 


4-CI-Ph 


609 


PB 


142 


02 


CF3CH2 


2-pyndyl 


4-CI-Ph 


609 


PB 


143 


d1,2 


CFaCH* 


3-Dvridvl 








144 


d1.2 


CF 3 CH 2 


3-pyridyl 


2-CFa-Ph 


644 


APCI 


145 


d1.2 


CF3CH2 


3-pyridyl 


4-CI-Ph 


610 


APCI 


146 


d1 


CF 3 CH 2 


4-CH3-Ph 


3-CI-Ph 


622 


APCI 


147 


d2 


CF 3 CH 2 


4-CHrPh 


3-CI-Ph 


622 


APCI 


148 


d1 


CF 3 CH 2 


4-CI-Ph 


3,4-di-F-Ph 


644 


PB 


149 


d2 


CFaCHz 


4-CI-Ph 


3,4-di-F-Ph 


644 


PB 
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Ex. # 


Isomer 


R z 


R 1= -CH2-A 1 
A 


Ar 


MS 


MS 
Method 


150 


d1 


CF 3 CH 2 


4-CI-Ph 


3,5-di-CI-Ph 


675 


PB 


151 


d2 


CF3CH2 


4-CI-Ph 


3,5-di-CI-Ph 


675 


PB 


152 


d2 


CF 3 CH 2 


4-CI-Ph 


3-CI-Ph 


642 


PB 


153 


d1 


Cr3CH2 


4-CI-Ph 


3-CI-Ph 


642 


PB 


154 


d1 


CF3CH2 


4-F-Ph 


3,4-di-F-Ph 


628 


PB 


155 


d2 


CF3CH2 


4-F-Ph 


3,4-di-F-Ph 


628 


PB 


156 


d1 


CF3CH2 


4-F-Ph 


3-CI-Ph 


626 


PB 


157 


d2 


CFaCHz 


4-F-Ph 


3-CI-Ph 


626 


PB 


158 


d1,2 


CFsCHz 


4-Me-Ph 


2-CF-rPh 


656 


APCI 


159 


d1,2 


CF3CH2 


4-Me-Ph 


3,4-di-F-Ph 


624 


APCI 


Note: in the a 


bove tab 


e, the isomer designation refers to the stereochemistry at 



the C-3 position (indicated by the **" in the structure) of the pyrazalone-piperidine 
group; d1 and d2 refer to isomers that were chromatographicaily separated; d1,2 
refers to a mixture of isomers. Abbreviations used in the table above are: Ph is 
5 phenyl; PB is particle bombardment; and APCI is atmospheric pressure chemical 
ionization. The following are NMR data for the compounds of the above table as 
indicated. 

Example 37: *H NMR (400 MHz, d4-MeOH): d 7.2 (m, 5H), 5.2 (t, 1H), 4.6 (m, 3H), 
3.8 (d, 2H), 3.1 (d, 1H), 3.0 (s, 3H), 2.6 (dd, 2H), 1.6 (s, 6H). 
10 Examples 67 & 68: 1 H NMR (300 MHz, d4-MeOH): d 8.85 (s, 1H), 8.6 (t, 1H), 8.1 
(d, 1H), 8.0 (t, 1H), 7.35 (s t 5H) ( 5.15 (s, 1H), 4.6 (bs, 3H), 3.85 (m,2H), 3.65 
(m,2H), 3.2 (s, 3H) t 2.75 (m, 2H), 1.65 (s, 6H). 

Example 128: 1 H NMR (400 MHz, d4-MeOH):d 8.8 (s, 1H), 8.6 (s t 1H), 8.5 (t, 1H) ( 
7.96 (t, 1H), 7.9 (d, 1H) ( 7.45 <d, 1H), 7.33 (d f 1H), 5.2 (s, 1H), 4.6 (s, 3H), 4.4 (m, 

15 1H), 4.2 (m, 2H), 3.9 (m, 4H), 3.5 (m), 3.2 (m, 2H), 2.8 (dd, 2H), 1 .6 (s, 6H). 

Examples 129 & 130: 1 H NMR (400 MHz, d4-MeOH): d 8.76 (s, 1H), 8.50 (t, 1H), 
7.92 (dt.2H), 7.43 (q, 1H), 6.90 (t, 1H), 5.20 (m, 1H), 4.90 (m), 4.30 (m, 1H), 4.20 
(m, 1H), 3.7 - 3.4 (m) t 3.30 (s, 2H) t 3.20 (m, 1H), 2.80 (dd, 2H), 1.60 (s, 6H). 
Example 137: ^ NMR (300 MHz, d4-MeOH): d 87 (1, 1H), 8.45 (t, 1 H), 7.9 ft 2 

20 H), 7.25 (m, 4 H), 5.2 (m, 1 H), 4.95 (d, 1 H), 4.6 (s, 2H), 4.3 (m, 1 H), 3.8 (t, 2H), 
3.5 (dd, 2 H), 2.8 (m, 1H), 2.8 (dd, 2 H), 1.6 (s, 6 H). 

Example 138: 'H NMR (400 MHz, d4-MeOH): d 8.8 (dd, 1H), 8.6 (s, 1H), 8.5 (t, 
1H), 7.95 (t, 1H), 7.9 (s, 1H), 7.3 (s, 1H), 7.0 (s, 1H), 5.2 (s ( 1H), 4.85 (s, 3H), 4.4 
(m, 1H), 4.18 (m, 1H), 3.8 (m, 2H), 3.5 (dd, 2H), 3.2 (d, 2H) t 2.8 (dd, 2H), 1.6 (s, 
25 6H). 
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Examples 141 & 142: 1 H NMR (300 MHz, d4-MeOH): d 8.75 (m, 1 H), 8.5 (m, 1 H), 
7.9 (m, 2 H), 7.3 (s t 2 H), 5.2 (m, 1 H), 4.65 (m, 1 H), 4.55 (s t 2 H), 4.35 (m, 1 H), 
4.20 (m, 1 H), 3.8 (t, 1 H), 3.5 (dd, 2 H), 3.15 (d, 1 H), 2.8 (dd, 2 H), 1.6 (s, 2 H). 

Examples 160-179 

5 Examples 160 to 179 shown in the table below were prepared according to 

the scheme illustrated below by coupling the appropriately substituted pyrazalone- 
piperidine I (in the scheme) with the (D)-Trp derivative (111) (see Example 2C) in an 
analogous manner to the procedures described in Examples 3E and 3F. 




15 



Ex.# 


Isomer 




R 1= -CHz-A 1 
A 1 


MS 


MS Method 


160 


d1 


Me 


4-CFyPh 


584 


APCI 


161 


d1,2 


Me 


4-CFrPh 


584 


APCI 


162 


d1 


Me 


4-F-Ph 


533 


PB 


163 


d2 


Me 


4-F-Ph 


533 


PB 


164 


d1 


Me 


4-Ph-Ph 


591 


APCI 


165 


d1,2 


Et 


2,4-di-CI-Ph 


597 


APCI 


166 


d1,2 


Et 


2,4-F-Ph 


566 


APCI 


167 


d1 


Et 


4-CF^Ph 


598 


APCI 


168 


d1,2 


Et 


4-CF3-Ph 


598 


APCI 


169 


d1 


Et 


4-CI-Ph 


563 


PB 
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ex. w 


isomer 


52 — 


R = -CH2-A 

A 1 

A 


MS 


MS Method 


I / \J 




fcl 


4-UI-rn 


coo 

563 


PB 


17*1 


Hi o 


ct 


4-F-Ph 


547 


APCI 


172 


d1.2 


Et 


4-Me-Ph 


543 


A PHI 


173 


d1.2 


CF 3 CH 2 


2,4-di-CI-Ph 


651.5 


APCI 


174 


d1,2 


CF 3 CH 2 


2,4-di-F-Ph 


620 


APCI 


175 


d1 


CF3CH2 


4-CI-Ph 


617 


PB 


176 


d2 


CF 3 CH 2 


4-CI-Ph 


617 


PB 


177 


d1 


CF 3 CH 2 


4-F-Ph 


601 


APCI 


178 


d2 


CF 3 CH 2 


4-F-Ph 


601 


APCI 


179 


d1,2 


CF 3 CH 2 


4-Me-Ph 


597. 


APCI 



Note: in the above table, the isomer designation refers to the stereochemistry at 
the C-3 position (indicated by the in the structure) of the pyrazalone-piperidine 
group; d1 and d2 refer to isomers that were chromatographically separated; d1,2 
5 refers to a mixture of isomers. 

Examples 180 -183 

Examples 180 to 183 shown in the table below were prepared according to 
the scheme illustrated below by coupling the appropriately substituted pyrazalone- 
piperidine I with the acid intermediate IV in an analogous manner to the 
10 procedures described in Examples 3E and 3F. 



/ 




The acid intermediate (IV) was prepared by treating an amino acid with the product 
from Example 5D using the established procedure described in Example 5F. 



15 




| Ex. # | Isomer 


R 2 ' 


R^-CHrA 1 


Ar 


MS 








A 1 






jMethod | 
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10 



15 



20 



25 



180 


d1,2 


M 


Phenyl 


<CH 2 ) 2 Ph 


504 


PB 


181 


d1,2 


M 


Phenyl 


SCH 2 Ph 


559 


PB 


182 


d1 


Me 


Phenyl 


2-Naphthalenyl 


527 


APCI 


183 


d1,2 


Me 


Phenyl 


CH 2 0-(4-F-Ph) 


524 


PB 



30 



the C-3 position (indicated by the "*° in the structure) of the pyrazalone-piperidine 
group; d1 and d2 refer to isomers that were chromatographically separated; d1,2 
refers to a mixture of isomers. 

Example 184 

2-Amino-N-r2-(3a-TO-benzvl^ 

clPvridin-5-vlV1-fm-benzvloxvmethvl-2-oxo-ethvn-2-methvt-DroDionamide. L- 
tartrate 

A. 4-Oxo-piperidine-1.3-dicarboxviic add 1-terf-butvl ester 3-ethvl ester 

To a solution of 4-oxo-piperidine-3-carboxy!ic acid ethyl ester hydrochloride 
(100 g, 0.482 mol) in IPE (725 mL) and water (360 ml_) was slowly added TEA 
(63.5 g, 0.627 mol), followed by (Boc) 2 0 (115.7 g, 0.53 mol). The mixture was 
stirred overnight under nitrogen. The organic phase was separated and washed 
with water and dried over Na 2 S0 4 , and concentrated in vacuo to afford the desired 
product as crystals (142.9 g, yield 109%, containing a small amount of IPE). 
B 3-Benzvl-4- oxo-piperidine-1.3-dicarboxvlic acid 1-terf-butvl ester 3-ethvl 
ester 

To a solution of 4-oxo-piperidine-1 t 3-dicarboxylic acid 1-ferf-butyl ester 3- 
ethyl ester (73.36 g, 0.27 mol) in DMF (734 mL) lithium carbonate (50 g, 0.676 
mol) was added, followed by benzyl bromide (55.44 g, 0.324 mol). The mixture 
was heated to about 60 °C and stirred for about 20 hours. The reaction mixture 
was then cooled to room temperature and extracted with IPE, washed with water 
and dried over magnesium sulfate. After filtration and concentration in vacuo a 
solid was obtained. Recrystallization of the crude product in hexane afforded a 
white solid (33.6 g, yield 38.2%). 

C. 3a-Benzvl-2> methvl-2.3a.4.5.67-hexahvdro-pvrazolor4.3-clpvridin-3-one 

To a solution of 3-benzyl-4-oxo-piperidine-1,3-dicarboxylic add 1-ferf-butyl 
ester 3-ethyl ester (1935:97 g, 5.36 mol) in toluene (9700 mL) was added 
methylhydrazine (299.2 mL, 5.63 mol), followed by acetic add (325 mL, 5.68 mol) 
slowly at about 8 °C. The reaction mixture was heat d slowly to about 65 °C and 



WO 98/58949 



-108- 



PCT/IB98/00876 



stirred for ab ut 7.5 hours. After cooling to room t mp ratur , th rganic lay r 
was wash d with 10% s dium bicarbonat , wat r and saturat d NaCI solution and 
concentrated in vacuo to a low volume. The reaction was repeated at same scale 
twice. The concentrated product solutions from the three reactions were combined 
5 and mixed with IPE (50 L), cooled to about 0 °C, HCI gas was introduced 
repeatedly and stirred at room temperature overnight until the deprotection was 
complete. The mixture was concentrated in vacuo to about half of the original 
volume, methylene chloride (24 L) was added, followed by NH 4 OH (22 L). The 
mixture was then extracted with methylene chloride and concentrated to a low 
10 volume (6 to 7 L). Hexane (20 L) was added and the mixture was cooled to about 
15-20 °C. The free base product was collected as crystals and dried under vacuum 
(2985 g total, yield 84.8%). 

D. 3a-(R>-Ben2vl-2-methvl-2. 3a.4.5.6.7-hexahvdro-Dvra20lor4.3-clDvridin.3- 
one, L-tartrate 

15 To a solution of 3a-benzyl-2-methyl-2,3a,4,5 ( 67-hexahydro-pyra20lo[4,3- 

c]pyridin-3-one (100 g, 0.41 mol) in a mixture of acetone/water (970 mL/120 mL) 
was added L-tartaric acid (67.55 g, 0.45 mol). The mixture was heated to about 
50 °C and stirred over night. The reaction mixture was cooled to about 10-15 °C 
and precipitates were filtered, washed with cold acetone/water and dried under 

20 vacuum. The product was obtained as a white solid (157.8 g, yield 97.83%, 99% 
ee). 

E - 2-terf-Butoxvcarbonvlamino-2-methv|-DroDionic acid 

2-Aminoisobutyric acid (140g, 1.36 mol), 1 N NaOH (1620 mL, 1.63 mol). 
(Boc) 2 0 (375 mL, 1.63 mol) and THF 420 mL were mixed together and stirred at 

25 room temperature overnight. The reaction mixture was diluted with ethyl acetate 
(700 mL) and adjusted to about pH 3.0 by adding 6 N HCI. The organic phase 
separated was washed with saturated NaCI solution and concentrated to 
approximately 1/4 of the original volume. After treatment with hexane a white solid 
product was isolated and collected (125.8 g, yield 45.44 % ). An additional 7.8 g 

30 of product was recovered from the mother liquor. 

F - 2-te/t-Butoxvcarbonvlami no-2-methvl-oroDionic acid 2.5-dioxo-pvrrolidin-1- 
vl ester 
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To a solution of 2-terf-but xycarbonylamino-2-methyl-propi nic acid (100 g, 
0.492 mol) and succinic anhydride (60.02 g, 0.522 mol) in m thyt n chlorid 
(1000 mL) was added EDC (100.09 g, 0.522 mol) while stirring under nitrogen. 
The mixture was stirred under nitrogen overnight The reaction mixture was then 
5 diluted with ethyl acetate (1 L), washed with saturated sodium bicarbonate solution 
and water, then concentrated in vacuo to a low volume. White crystals 
precipitated out of solution and were collected by filtration and dried under vacuum 
to afford the product (104.9 g + 27.3 g, yield 89.5%). 

G. 3-(RV-Benzvloxv»2-(2-te/f-butoxvcarbonvlamino-2-methvl-propionvlaminoV 
10 propionic acid 

To a solution of 2-amino-3-benzyloxy-propionic acid (26.2 g, 0.113 mol) in 
water (101.8 mL) and TEA (28.53 g, 0.282 mol) was added 2-terf- 
butoxycarbonylamino-2-methyl-propionic acid 2 t 5-dioxo-pyrrolidin-1-yl ester 
(33.94g t 0.113 mol) in THF (407 mL). The mixture was stirred overnight at room 

15 temperature under nitrogen. A 10% citric acid solution (500 mL) was added to the 
mixture. The mixture was stirred for another 10 min. ( then diluted with ethyl 
acetate (500 mL). The organic phase was separated from the mixture and 
washed with water and saturated NaCI solution and then concentrated in vacuo to 
a thick oil. The crude oil was treated with IPE/ hexane (50/50) and cooled to about 

20 10 °C to afford a white solid product ( 42.3 g, yield 98.4%). 

H. H-r2-(3a-fR^Benzvl-2-methvl-3-oxo-2.3.3a.4.6.7-hexahvdro-pvrazolor4.3- 
clPvridirv5-vlV1-fRVben2^loxvmethvl-2-oxc^mvlcarbamovn-1-methvl-ethvn- 
carbarn ic acid ferf-butv) ester 

To a solution of 3a-(R)-berizyI-2-methyl-2,3a,4,5,6,7-hexahydro- 
25 pyrazolo[4,3-c]pyridin-3-one, L-tartrate (10.81 g, 0.0275 mol) in ethyl acetate 
(216.2 mL) at about -66 °C was added TEA (8.43 mL, 0.0605 mol). The mixture 
was stirred for about 1.5 hours. After removal of the precipitated salt by filtration, 
3-benzyloxy-2-(2-te^butoxycarbonylamino-2-memyl-propionylamino)-propionic 
acid (8.7 g, 0.0229 mol) and TEA (19.15 mL, 0.1374 mol) were added at about -35 
30 °C, followed by the dropwise addition of 50% PPAA in ethyl acetate (27.5 mL, 
0.0458 mol). The mixture was stirred for about 2 hours at about -20 C C to about - 
27 °C, then 1.5 hours while the temperature was slowly raised to ab ut 0 °C. The 
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reaction mixture was poured into water and extracted with IPE, washed with 7% 
NaCI solution and concentrated in vacuo. Th crud oil that was obtained was 
treated with IPE/hexane (50/50) to allow crystallization. The product was obtained 
as a white solid (10.3 g, yield 74.3%). 
5 I. 2-Amino-N-r2-(3a-(RVben2vl-2-methvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 
pvrazolof4.3-clPvridin-5-vl)-1-(RVbenzvlow^ 
propionamide 

To a solution of {1-[2-(3a-(R)-benzyl-2-methyI-3-oxo-2 l 3 t 3a,4,6 I 7- 
hexahydro-pyrazolo[4,3-c]pyridin-5-yl)-1-(R)-ben2yloxymethyl-2-oxo- 

10 ethylcarbamoyl]-1-methyl-ethyI}-cart)amic acid terf-butyl ester (10.3 g, 0.017 mol) 
in methylene chloride (68.6 mL) at about 0-5 °C was added TFA (35 mL) to 
maintain the temperature below about 5°C. The temperature was then raised to 
room temperature. The mixture was stirred for about 3 hours. Methylene chloride 
was replaced with ethyl acetate as a solvent The mixture was then adjusted to 

15 about pH 8 with a saturated sodium bicarbonate solution, then washed with 
saturated NaCI and concentrated in vacuo to a low volume. A white solid product 
was obtained after treating the mixture with IPA and then hexane (7.4 g, yield 
86.1%). HPLC showed product containing 0.2% diastereomer. 
J. 2-Amino-N-r2-(3a-(RVbenzvl-2-methvl-3-oxo-2.3.3a.4.6.7-hexahvdro- 

20 pvrazolof4.3-clpvridin-5-vlV1-(RVbenzvloxvmethvl-2-oxo-ethvn-2-methvl- 
propionamide. L-tartrate 

To a solution of 2-amino-N-[2-(3a-(R)-benzyl-2-methyl-3-oxo-2,3 t 3a,4 ( 6,7- 
hexahydro-pvrazolo[4,3-c]pyridirv5-yl)^ 

methyl-propionamide from step I (385 g, 0.761 mol) in methanol (4000 mL) was 
25 added L-(+)-tartaric acid (1 14.5g, 0.761 mol) and the mixture was stirred overnight 
The resulting hazy solution was filtered yielding a clear solution which was 
concentrated to remove most of the solvent Ethyl acetate (total 12 L) was added 
and the remaining methanol was removed azeotropically between about 63° and 
72 °C. The solid that was isolated was dissolved in ethyl acetate and the solution 
30 was refluxed for about 16 hours, then allowed to cool to room temperature 
overnight The product was collected as a white solid (482.3 g, yield 96.8%), M.P. 
174-176 °C. 
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Exampl 185 

2-Amino-N-l1-(2.4-difluoro-b nzvloxvmethvlV2-oxo-2-r3-oxo-3a-Dvridin-2-vlmethvl- 

2- (2.2.2-trifluoro-ethvlV2.3.3a.4,67-hexah 
methvl-propionamide L-(+) tartrate 

5 A. 4-Oxo-3-Dvridin-2wlmethvl-piperidine-1.3-dicarboxvlicacid 1-terf-butvl ester 

3- ethvl ester 

To a solution of 4-oxo-piperidine-1,3-dicarboxylic acid 1-terf-butyl ester 3- 
ethyl ester (10.34 g, 38.2 mmol) in DMF (40 mL) at about 0 °C was added picoiyl 
chloride hydrochloride (5.7 g, 34.7 mmol), potassium carbonate (14.4 g, 104.1 

10 mmol) and potassium iodide (5.76 g, 34.7 mmol). After stirring at about 0 °C for 
about 2 hours, the ice bath was removed and DABCO (973 mg, 8.68 mmol) was 
added. The reaction mixture was stirred for about 30 min. and poured into a 
mixture of water and IPE. The organic layer was separated and washed with 
saturated aqueous NaHCOs and saturated aqueous NaCi, dried over Na 2 S0 4 and 

15 concentrated in vacuo. The crude residue was crystallized from hexanes to give a 
white solid (8.19 g ( yield 65%). 1 H-NMR (CDCI 3 ) 5 1.17 (t, 3H), 1.48 ( s, 9H), 1.55 
(s, 2H), 2.61 (m, 1H), 2.71 (m, 1H), 3.31-3.50 (m, 3H), 4.11 (d, 2H), 4.49 (d, 1H), 
7.06 (brs t 1H), 7.17(d, 1H), 7.54 (m, 1H), 8.40 (s, 1H). 

B- 3-Qxo-3a-p>mdin-2-vlmeth vl-2-f2.2.2-trifluoro-ethvr^2.3.3a.4.6.7-hexahvdro- 

20 pvra20lor4.3-clPvridine-5-carboxvlic acid terf-butvl ester 

A 70% aqueous solution of CF 3 CH 2 NHNH 2 (325 mL, 1.986 mol) (obtained 
from Aldrich) was extracted with toluene (3 x 1200 mL). To a solution of the 
product from step A (600 g, 1.655 mol) in toluene (900 mL) was first added the 
combined toluene extracts containing the anhydrous 2,2,2-trifluoroethyl hydrazine, 

25 followed by acetic acid (121.4 g, 1.986 mol). The reaction mixture was heated at 
about 70 °C for about 2 hours, then another toluene extraction of 70% aqueous 
2,2,2-trifluoroethyl hydrazine (50 g) was added. The reaction mixture was heated 
at about 80 °C for about 3.5 hours, cooled to room temperature and diluted with 
saturated aqueous NaHC0 3 (2 L). The toluene layer was separated and washed 

30 with saturated aqueous NaCl, dried over Na 2 S0 4 and concentrated in vacuo to 
give an oil (754.8 g). Crystallization from methanol/water afforded the desired 
product as a whit solid (609.5 g). 1 H-NMR (CDCI3) 8 1.50 (s, 9H), 2.53 (d, 1H), 
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2.70 (br s, 2H), 2.88 (br s, 1H), 3.31 (m, 2H), 3.97 (m, 1H), 4.19 (m, 1H), 4.46 (br 
s, 1H), 4.63 (br s, 1H), 7.06 (m, 2H), 7.51 (m, 1H), 8.34 (m, 1H). 

C. 3a-Pvridin-2-vlmethvl-2-(2.2.2-trffluoroethv^ 
pvrazolof4.3-clpyridin-3-one 

5 Methanesulfonic acid (11.6 g, 121 mmol) was added dropwise to a solution 

of the product from step B (10 g, 24.2 mmol) in CH 2 CI 2 (100 mL) over about 30 
minutes. The reaction mixture was stirred for about 1 hour, then cooled to about 0 
°C, and then triethylamine (18.6 mL, 133.1 mmol) was added through an addition 
funnel. The mixture was allowed to warm to room temperature over about 1 hour, 
10 diluted with additional CH 2 CI 2 and washed with saturated aqueous NaCI, dried 
over Na 2 S0 4 , filtered and concentrated in vacuo to afford the product as a white 
solid (7.2 g). 1 H-NMR (CDCl 3 ) 6: 2.51-2.72 (m, 4H), 3.35 (m, 2H), 3.49 (m, 2H), 
4.03 (m, 1H), 4.25 (m, 1H), 7.08 (d, 2H). 7.51 (t, 1H), 8.37 (d, 1H). 

D. 3a-Pvridin-2-vlmethvl-2-f2.2.2-trifluoroethvn-2.3a,4.5.6.7-hexahvdro- 
15 pyrazolor4.3-c1pvridin-3-one (m-tartrate 

In a dry and nitrogen purged 5 L round bottom flask equipped with a 
mechanical stirrer, D-(-) tartaric acid (129 g, 0.86 mol) was added to the product 
from step C (243 g, 0.78 mol) in acetone/water (9:1, 2430 mL) at about 17 °C. 
The mixture was stirred at room temperature overnight, filtered, the solid was 
20 collected and washed with cold acetone and dried under vacuum. The product 
was obtained as a yellow solid (284 g, yield 78.8%). 

E. 2-teff-Butoxvcarbonvlamino-3-f2.4-difluoro-benzvloxv)-propionic acid 

To a solution of N-Boc-(D)-serine (452 g, 2.2026 mol) in a mixture of THF 
(7 L) and DMF (3 L) at about 0 °C was added potassium terf-butoxide solution 

25 (515.8 g, 4.5963 mol). The reaction mixture was stirred at about 0 °C for about 30 
min., then 2,4-difluorobenzyl bromide (456.5 g, 2.2051 mol) was added. After 
warming to room temperature, the reaction mixture was concentrated in vacuo to 
remove the THF. The reaction mixture was partitioned between 4.5 L H 2 0 and 4.5 
L IPE. The layers were saparated and the pH of the aqueous layer was adjusted 

30 with 1 N HCI to about 3. The aqueous layer was extracted twice with 4 L each of 
IPE. The organic solution was dried over Na 2 S0 4 , and concentrated in vacuo to 
yield a yellow waxy solid (518.0 g, yield: 70.9 %). 1 H-NMR (CDCI 3 ) 5 1.44 (s, 9H), 
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3.73 (m, 1H), 3.94 (d, 1H), 4.44 (br s, 1H), 4.54 (s, 2H), 5.34 (m, 1H) ( 6.78 (m, 1H), 
6.84 (m, 1H), 7.30 (m, 1H). 

F. 2-Aminc-3-(2.4-diftuoro-benzvloxv)-propionic acid, methanesulfonic acid 
salt 

5 To a solution of the product from step E (1.19 g, 3.59 mmol) in CH 2 CI 2 / IPE 

(1:1, 12 mL) was added methanesulfonic acid (1.72 g, 17.95 mmol) through a 
syringe over about 10 minutes. A solid immediately precipitated out of solution. 
After about 1 hour, the solid was filtered and washed with a CH 2 CI 2 /lPE mixture 
(1:1) to afford 939 mg of product (yield 80 %). 

10 G. 2-(2-ferf-Butoxvcarbonvlamino-2-methvl-propionvlaminoV3-(2.4-difluoro- 
benzvloxvVpropionic acid 

To a solution of the product from step F (520 mg, 1.46 mmol) in THF/water 
(4:1, 10 mL) was added 2-ferf-butoxycarbonylamino-2-methyl-propionic acid-2,5- 
dioxo-pyrrolidin-1-yl ester (438 mg, 1.46 mmol) and triethylamine (369 mg, 3.65 

15 mmol). The reaction mixture was stirred at room temperature for about 1 hour and 
quenched with a 10% aqueous citric acid solution (10 mL). After about 15 min., 
ethyl acetate (50 mL) was added and the organic layer was separated and washed 
with saturated aqueous NaCI, dried over Na 2 S0 4 and concentrated in vacuo to 
give a foam (534.1 mg, yield 88 %). 'H-NMR (CD3OD): 5 1.38 (br s, 15H), 3.77 (d, 

20 1H), 3.92 (d, 1H), 4.52 (m, 3H), 6.92 (m, 1H), 7.41 (m, 1H), 7.58 (d ( 1H). 

H. (1^1*f2,4-Dffluoro-benzvloxvmethvl)-2-oxo-2-r3-oxo-3a-pvridin-2-vlmethvl* 
2-(2.2.2-trifluoro-ethvlV2.3.3a.4.6.7-hexahvdre>-pvrazolor4.S-c1pvridin-5>vr^ 
ethvlcarbamovlVI-methvl-ethvlVcarbamic acid fert-butvl ester 

(a) The product from step D (517 g, 1.12 mol) was added at about -6 °C to 
25 ethyl acetate (5170 mL) in a dry and nitrogen purged 12 L round bottom flask 

equipped with a mechanical stirrer. The solution was cooled to about -40 °C I then 
triethylamine (398 mL, 2.86 mol) was added over about 45 minutes. The reaction 
mixture was stirred for about 90 min. at a temperature between about -50 °C and 
about -40 °C, filtered into a 22 L round bottom flask purged with nitrogen and 
30 washed with ethyl acetate (2068 mL, pre-cooled to about -50 °C) to give the free 
base as a white solid. 

(b) The product from step G (425 g t 1.02 mol ) was add d at about -30 °C 
to an ethyl acetate solution containing the product from step H(a), triethylamine 
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(654 mL, 4.69 mol) and PPAA (50% in ethyl acetate, 916 ml_, 1.53 mol). Th 
reaction mixture was stirred for about 1 hour, washed with water and saturated 
aqueous NaCI, dried over Na2S0 4 and concentrated in vacuo to give the product 
as an oi! (636 g, yield: 87.8%). 
5 I. 2-Amino-N-f1-(2.4-difluoro-benzvloxymeM 
vtmethv1-2-(2.2.2-trifluorcheth^ 
vn-ethvn-2-methvl-propionamide 

Methanesulfonic acid (258.3 mL, 3.98 mol) was added dropwise at about 
15 °C over about 55 minutes to the product from step H (566 g, 0.796 mol) in 

10 CH 2 CI 2 (11,320 mL) in a dry and nitrogen purged 22 L round bottom flask 
equipped with a mechanical stirrer. The mixture was stirred for about 40 minutes 
at about 20 °C, then saturated aqueous NaHC0 3 (8,490 mL) was added until the 
pH was about 7.8. The organic layer was separated, washed with water and 
saturated aqueous NaCI, dried over Na2S0 4t and concentrated in vacuo to afford 

15 an oily product (388.8 g, yield 80%). 

J. 2-Amino-N-^1-(2.4-difluoro-benzvloxvmethvn-2-oxo-2-r3-oxo-3a-pvridin-2- 

ylmethvl-2-(2.2.2-trifluoro-ethv^^ 

yn-ethvn-2-methvl-propionamide L-H-) tartrate 

To a solution of product from step I (370 g, 0.6 mol) in methanol (4,070 

20 mL) in a 12 L round bottom flask equipped with a mechanical stirrer was added L- 
(+) tartaric acid (90 g, 0.6 mol). The reaction mixture was stirred for about 90 min. 
at about 22 °C, filtered and concentrated. The crude residue was diluted with ethyl 
acetate (4,560 mL), heated at about 70 °C and slowly allowed to cool to room 
temperature over about 17 hours. The solid was filtered and dried to give white 

25 crystals, mp 188-189 °C (348.46 g, yield 76%). 'H NMR (MeOH, d4) 8: 8.28 (d, 
1H), 7.59 (t, 1H), 7.41-7.39 (m, 1H), 7.18-7.13 <m, 1H), 6.92 ft 1H), 5.2 ft 1H), 
4.56 (bs, 3H), 4.36 (s, 2H), 4.31-4.25 (m, 1H), 4.13-4.06 (m, 1H), 3.78 (d, 2H), 
3.21 (t, 1H), 3.18-2.96 (m, 2H), 2.65-2.55 (m, 2H), 1.57 (d, 6H). MS: MH+ 611. 
[a] 589 +22.03 (c=11.9, MeOH). 

30 Example A 

The following are the results of the "Female Rat Study" described 
hereinabov wherein the rats were administered th GH s cretagogue comp und 
2-amino-N-[2-(3a-(R)-b nzyl-2-methyl-3-oxo-2,3 1 3a,4,6,7-hexahydro-pyra20lo[4,3- 
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c]pyridin-5-yi)-1-(R)-(benzyloxymethyl)-2- xo- thyl]-isobutyramid L- tartaric acid 

salt. 

Table 1 

Mean Plasma Insulin and Meta bolite Levels After Daily Dosing of a GHRP Mimetic 
5 for Three Months 

Non-fasting blood samples were collected from rats at sacrifice. An asterisk (*) 
indicates a value significantly different from the corresponding vehicle-treated 
group 
(p < 0.05). 





Dose 


Insulin 


Glucose 


Lactate 


Cholesterol 


Triglyceride 


Surgery 


(mg/kg) 


(uU/mL) 


(mg/dl) 


(mg/dl) 


(mg/dl) 


(mg/dl) 


Sham 


Vehicle 


118.8 


181.7 


4.6 


97.9 


254.8 


Sham 


0.5 


94.9 


* 142.7 


3.7 


95.4 


219.6 


Sham 


5.0 


95.7 


M39.9 


*3.2 


*80.6 


227.2 
















Ovx 


Vehicle 


112.8 


194.0 


3.9 


106.8 


182.7 


Ovx 


0.5 


*78.7 


179.7 


3.6 


92.5 


181.9 


Ovx 

in 


5.0 


*84.1 


177.2 


3.1 


102.2 


158.4 



Data in Table 1 show that this treatment is associated with dose-related lowering 
of plasma glucose and/or insulin levels, which is consistent with an improvement in 
glycemic control and insulin sensitivity by this treatment. The treatment was also 
associated with trends for decreased plasma lactate, cholesterol and triglyceride 
levels, which is also consistent with an improvement in lipid profile and metabolic 
control as a result of improved insulin sensitivity incurred by this treatment 
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PRODUCT CLAIMS 

What is claimed is: 

1. A method for treating insulin resistance in a mammal, which 
comprises administering to said mammal an effective amount of a compound of 
5 formula I 



X 



4 




I 

or the stereoisomeric mixtures, diastereomerically enriched, diastereomerically 
pure, enantiomericafly enriched or enantiomerically pure isomers, or the 
10 pharmaceutically acceptable salts and prodrugs thereof, 
wherein 
eis 0 or 1; 

n and w are each independently 0, 1 or 2; 

provided that w and n cannot both be 0 at the same time; 

15 Y is oxygen or sulfur; 

R 1 is hydrogen, -CN, -(OH 2 )^()^)C{0)X s t -(CH^NCX^CfOXCH^A 1 , 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 ) r A 1 t -(CH 2 ) q N(X 6 )S0 2 X 6 , -(CH 2 ) q N{X 6 )C(0)N(X 6 )(CH 2 ) r A 1 , 
-(CH^NCX^CtOJNp^fX 6 ), -(CH 2 ) q C(0)N(X^(X^, -(CH^.CCONCX^fCH^A 1 , 
-(CH^CtOJOX 6 , -(CH2) q C(0)0(CH 2 ) r A\ -(CH^OX 6 , -(CH2) q OC(0)X 6 , 

20 -(CH^OCCOXCHzJrA 1 . -(CHOqOCtOJNfX^CCH^rA 1 , -(CH^OCCOJN^CX 6 ), 
-(CH^CCOJX 6 , -(CH^CCOfCHjVA 1 , -(CH^N^CJOJOX 6 , 
-(CH 2 ) q N(X 6 )S0 2 N(X 6 ){X 6 ), -(CH^SCOJJC 6 , -(CH 2 ) q S(0) m (CH2)rA 1 , 
-(d-C^alky!, -(CH^rA 1 , -(CH2) q -(C3-C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(Ci-C 6 )alkyl, 
-(CHdq-Y'-fCHjJrA 1 or -(CH 2 ) q -Y 1 -(CH 2 ) r (CrC 7 )cycloalkyl; 

25 where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 

substituted with (CrC 4 )alkyl, hydroxyl, (CrC^alkoxy, carboxyl, -CONH 2 , 
-S(0) m (CrC6)alkyl, -CO^d-C^alky! ester, 1H-tetrazoI-5-yl or 1, 2 r 3 
fiuoro; 
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Y 1 is 0, S(0) m , -C(0)NX 6 - ( -CH=CH-, -C^C-, -N^CP)-, -C(0)NX 6 -, 
-C(0)O, -OCCONfX 6 )- or-OC(O)-; 
qis 0, 1,2, 3 or 4; 
tisO, 1,2 or 3; 

5 said (CH 2 ) q group and (CH 2 )i group may each be optionally substituted with 

hydroxy!, (C,-C 4 )alkoxy t carboxyl, -CONH 2 , -S(0) m (Ci-C6)alkyl, 
-C0 2 (Ci-C 4 )alkyl ester, 1H-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (d- 
C 4 )atkyl; 

R 2 is hydrogen, (C r C 8 )alkyl, -(Co-CaJalkyl-p^cycloalkyl, -(C r C 4 )alkyl-A 1 or A 1 ; 
10 where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 

optionally substituted with hydroxy!, -CCOJOX 6 , -CCOJNfX^CX 6 ), -N^X 6 ), 
-S(0) m (CrC 6 )alkyl, -C(0)A 1 , -CfOJpC 6 ), CF 3 , CN or 1, 2 or 3 halogen; 
R 3 is A 1 , (Ci-Cio)aIkyl, -(CrCe)alkyl-A\ -(Ci-Ce)a!kyl-(C3-C 7 )cycloalky!, 
-(C r C 5 )alkyl-X 1 -(Ci-C5)alky!, -(d-CsJalkyl-X'-CCo-CsJalkyl-A 1 or 
1 5 -(C-CsJalkyl-X'-tCi^alkyi-CC^CTjcycloalky!; 

where the alkyl groups in the definition of R 3 are optionally substituted with 
-S(0) ro (Ci-C6)a!kyl. -C(0)OX 3 , 1, 2, 3, 4 or 5 halogens, or 1, 2 or 3 OX 3 ; 
X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -0C(O)-, -C(0)0-, -CX^CX 2 -, 
-N(X 2 )C(0)0-, -OC(0)N(X 2 )- or-C^C-; 
20 R 4 is hydrogen, (Ci-Ce)a!kyl or (C3-C 7 )cyc!oaIkyl, or R 4 is taken together with R 3 
and the carbon atom to which they are attached and form (C5-C 7 )cycloalkyl, (Cs- 
C 7 )cycIoalkenyl t a partially saturated or fully saturated 4- to 8-membered ring 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, or is a bicyclic ring system consisting of a partially 
25 saturated or fully saturated 5- or 6-membered ring, fused to a partially saturated, 
fully unsaturated or fully saturated 5- or 6-membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

X 4 is hydrogen or (Ci-Ce)alkyl or X 4 is taken together with R 4 and the nitrogen atom 
30 to which X 4 is attached and the carbon atom to which R 4 is attached and form a 
five to seven membered ring; 



WO 98/58949 



-118- 



PCT/IB98/00876 



(CHz) a 




(CH2)b 



.5a 



R 6 is a bond or is 



10 



15 



20 



25 



where a and b are independently 0, 1, 2 or 3; 

X 5 and X s " are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (CrC 6 )alkyl; 

the optionally substituted (C,-C 6 )alkyl in the definition of X s and X 53 
is optionally substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , -S(0) m (Ci-C 6 )alkyl, -C(0)OX 2 , (C r 
C 7 )cycloalkyl, -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
or the carbon bearing X s or X 53 forms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wherein each alkylene bridge contains 1 
to 5 carbon atoms, provided that when one alkylene bridge is formed then 
X 5 or X 5 " but not both may be on the carbon atom and R 7 or R 8 but not both 
may be on the nitrogen atom and further provided that when two alkylene 
bridges are formed then X 5 and X 53 cannot be on the carbon atom and R 7 
and R 8 cannot be on the nitrogen atom; 

or X 5 is taken together with X 53 and the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
ring, or a partially saturated or fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen; 

or X s is taken together with X 53 and the carbon atom to which they are 
attached and form a bicyciic ring system consisting of a partially saturated 
or fully saturated 5- or 6-membered ring, optionally having 1 or 2 
heteroatoms independently selected from the group consisting of nitrogen, 
sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and 
oxygen; 

Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is 
notN-X 2 orO; 
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R 7 and R 8 are independ ntly hydrogen or optionally substitut d (C r C 6 )alkyl; 

wher th optionally substituted (Ci-C 6 )alkyl in the definition of R 7 and R a is 
optionally independently substituted with A 1 , -C(0)0-(Ci-C6)alkyI, 
-S(0) m (C r C 6 )alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(Cr 
5 Ci 0 )alkyl or 1 to 3 (d-C 6 )alkoxy; or 

R 7 and R 8 can be taken together to form -(CH 2 ) r L-(CH 2 ) r ; 

where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 
A 1 for each occurrence is independently (C5-C 7 )cycloalkenyl t phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
10 having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, a bicyclic ring system consisting of a partially 
saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
15 unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
A 1 for each occurrence is independently optionally substituted, in one or 
optionally both rings if A 1 is a bicyciic ring system, with up to three 
substituents, each substituent independently selected from the group 
20 consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , CH 3 , OCH 3t -OX 6 , 

-C(0)N(X 6 )PC 6 ), -C(0)OX 6 , oxo, (d-C^alkyl, nitro, cyano, benzyl, 
-S(0) m (C r C 6 )alkyl t 1 H-tetrazoi-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methyienedioxy, -NfX 6 )^ 6 ), -Np^CCOJpc 6 ), -S0 2 NfX 6 )(X 6 ) ( 
-Np^SOz-pnenyl, -N(X 6 )S0 2 X 6 , -CONX 11 X 12 , -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 , 
25 -NX^CONX^X 12 , -NX^CfeNX 11 * 2 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl and 

tetrazolyl, provided that if A 1 is optionally substituted with methyienedioxy 
then it can only be substituted with one methyienedioxy; 

where X 11 is hydrogen or optionally substituted {C r C 6 )alkyl; 

the optionally substituted (Ci-C 6 )alkyl defined for X 11 is 
30 optionally independently substituted with phenyl, phenoxy, 

(C,-C6)alkoxycarbonyl, -S(0) m (C r C 6 )alkyl, 1 to 5 halogens, 
1 to 3 hydroxy, 1 to 3 (C r Ci 0 )alkanoyl xy or 1 to 3 (C r 
C 6 )alkoxy; 
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X 12 is hydrog n, (C r C 6 )alkyl, phenyl, thiazolyl, imidazoiyl, furyl or 
thi nyl, provided that wh n X 12 is not hydrogen, X 12 is optionally 
substituted with one to three substituents independently selected 
from the group consisting of CI, F, CH 3l OCH 3 , OCF 3 and CF 3 ; 
5 or X 11 and X 12 are taken together to form -(CH 2 ) r L 1 -(CH 2 ) r ; 

where L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1, 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (d- 
Cejalkyl, or optionally substituted (C3-C 7 )cycloalkyl, where the optionally substituted 
10 (Ci-C 6 )alkyl and optionally substituted (C3-C 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with -S(0) m (Ci-C 6 )alkyl, -C(0)OX 3 , 1 to 5 
halogens or 1-3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (C r C 6 )alkyl; 

X 6 is independently hydrogen, optionally substituted (d-CeJalkyl, (Cr 

15 C fi )halogenated alkyl, optionally substituted (C3-C7)cycloalkyl, (C3-C7)- 
halogenatedcycloalkyl, where optionally substituted (CrC 6 )alkyl and optionally 
substituted (C 3 -C 7 )cycloalkyl in the definition of X 6 is optionally independently 
substituted by 1 or 2 (d-C^alkyl, hydroxyl, (Ci-C 4 )alkoxy, carboxyl, CONH 2l - 
S(0) m (C r C6)alkyl» carboxylate (Ci-C 4 )alkyl ester, or 1H-tetrazol-5-yl; or 

20 when there are two X e groups on one atom and both X 6 are independently (C r 
Ce)alkyl, the two (Ci-C 6 )alkyl groups may be optionally joined and, together with 
the atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (Ci-Ce)alkyl optionally substituted with hydroxyl; and 

25 m for each occurrence is independently 0, 1 or 2; 
with the proviso that 

X 6 and X 12 cannot be hydrogen when it is attached to C(O) or S0 2 in the form 
CPX 6 , C(0)X 12 , S0 2 X 6 or S0 2 X 12 ; and 

when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH^rL-CCH^r is 
30 independently 2 or 3. 

2. * A method according to claim 1 wherein said compound of formula I 
is of the following formula 
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,NH 2 



or the stereoisomeric mixtures, diastereomerically enriched, diastereomerically 

pure, enantiomericaliy enriched or enantiomerically pure isomers, or the 

pharmaceutically acceptable salts and prodrugs thereof where 
5 R 1 is -CHrPhenyl, R 2 is methyl and R 3 is -(CH 2 )rpnenyl; 

R 1 is -CHrPhenyl, R 2 is methyl and R 3 is 3-indolyl-CH r ; 

R 1 is -CHrphenyl, R 2 is ethyl and R 3 is 3-indolyl-CH r ; 

R 1 is -CH2-4-fluoro-phenyl, R 2 is methyl and R 3 is 3-indolyl-CHr; 

R 1 is -CHz-phenyi, R 2 is methyl and R 3 is -CHrO-CH r phenyl; 
10 R 1 is -CHrphenyl, R 2 is ethyl and R 3 is -CHrO-CHrphenyl; 

R 1 is -CHrphenyl, R 2 is -CH 2 CF 3 and R 3 is -CHrO-CHrphenyl; 

R 1 is -CH2-4-fluoro-phenyl, R 2 is methyl and R 3 is -CH r O-CH 2 -phenyl; 

R 1 is -CHrphenyl, R 2 is t-butyl and R 3 is -CH r O-CH r phenyl; or 

R 1 is -CHrphenyl, R 2 is methyl and R 3 is -CHrO-CH r 3,4-di-fiuoro-phenyl. 
15 3. A method according to claim 1 wherein said compound of formula I 

is of the formula 



or the stereoisomeric mixtures, diastereomerically enriched, diastereomerically 

pure, enantiomerically enriched or enantiomerically pure isomers or the 
20 pharmaceutically acceptable salts and prodrugs thereof where 

R 2 is methyl; A 1 is 2-pyridyl; and R 3 is -CHrO-CH r phenyl; 

R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CHrO-CH r 3-chloro-phenyl; 

R 2 is CH 2 CF 3 ; A 1 is 2-pyridyl; and R 3 is -CHrO-CHr4-chloro-phenyl; 

R 2 is CH2CF3; A 1 is 2-pyridyl; and R 3 is -CHrO-CH r 2,4-di-chloro-phenyl; 
25 R 2 is CH2CF3; A 1 is 2-pyridyl; and R 3 is -CH r O-CHr3-chlbro-thiophene or 

R 2 is CH2CF3; A 1 is 2-pyridyt; and R 3 is -CHrO-CH r 2,4-di-fluoro-phenyL 
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4. Am thod according to claim 1 wherein said compound of formula I 
or the stereoisomers mixtures, diastereomerically enriched, diastereomerically 
pure, enantiomerically enriched or enantiomerically pure isomers or the 
pharmaceutical^ acceptable salts and prodrugs thereof is the 3a(R,S),1(R) 

5 diastereomeric mixture, the 3a(R),1(R) diastereomer or the 3a(S) ( 1(R) 
diastereomer of a compound selected from the group consisting of 
2-amino-N-[1-(3a-benzyl-2-methyl-3-oxo-2,3,3a l 4 1 6,7-hexahydro-pyrazolo[4 ( 3- 
c]pyridine-5-carbonyt)-4-phenyl-butyl]-isobutyramide, 

2-amino-N-[2-(3a-benzyl-2-methyl-3-oxo-2,3 1 3a,4 t 6,7-hexahydro-pyrazolo-[4,3- 
1 0 c]pyridin-5-yl)-1-(1 H-indol-3-ylmethyl)-2-oxo-ethyl]-isobutyramide t 

2-amino-N-[2-(3a-benzyl-2-ethyl-3-oxo-2 1 3,3a,4,6,7-hexahydro-pyrazolo[4 l 3- 
clpyridin-S-yl^l-CIH-indol-S-ylmethy^-oxo-ethylj-isobutyramide, 
2-aminc>-N-[2-[3a-(4-fluoro-benzyl)-2-methyl-3-oxo-2 ( 3 t 3a t 4,674iexahydro- 
pyra20io[4,3-c]pyridin-5-yn-1-(1H-indol-3-ylme%l)-2^xo-ethyQ-isobutyramide, 
15 2-amino-N-[2-(3a-benzyl-2-methyl-3-oxo-2,3,3a ( 4,6,7-hexahydro-pyrazolot4 ) 3- 
clpyridin-S-yO-l-benzyloxymethy^-oxo-ethyO-isobutyramide, 
Z-amino-N-p-CSa-benzyl^-ethyl-S-ox^.S.Sa^.ej-hexahydro-pyrazolo^^ 
c]pyridin-5-yl)-1-ben2yloxymethyI-2-oxo-ethyI]-isobutyramide, 
2-amino-N^-[3a-benzyl-3-oxo-2-(2 ( 2,2-trifluoro^ 
20 pyrazolo[4, 3-c]pyridin-5-yl]- 1 -benzyloxymethyI-2-oxo-ethyl}-isobutyramide, 

2-amino-N-{1-benzyloxymethyl-2-[3a-(4-fluoro-benzyl)-2-methyl-3-oxo-2,3,3a ) 4 l 67- 

hexahydro-pyrazoIo[4,3-c]pyridin-5-yl]-2-oxo-ethyl}-isobutyramide, 

i 

2-amino-N-t2-(3a-benzyl-24ert-butyl-3-oxo-2,3,3a 1 4,6,7-hexahydro-pyrazolo[4,3- 
c]pyridirv5-yI)-1-benzyloxymemyI-2-oxo-ethyl]-isobutyramide and 
25 2-amino-N-[2-(3a-benzyl-3-oxo-2,3,3M 

1-benzyloxymethyi-2-oxo-ethyl]-isobutyramide. 

5. A method according to claim 4 wherein said compound is 2-amino- 
N-g-pa-fRJ-benzyl^-methyl-S-oxo^.SM 

5-yI)-1-(R)-benzyIoxymethyl-2-oxo-ethyl]-isobutyramide L-tartaric acid salt 
30 6. A method according to claim 1 wherein said compound of formula I 

or the stereoisomer^ mixtures, diastereomerically enriched, diastereomerically 
pure, enanti merically enriched or enantiom rically pure isomers or the 
pharmaceutical^ acceptabl salts and prodrugs th reof is the 3a-(R t S),1-(R) 
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diastereom ric mixtur ( the 3a-(R),1-(R) enantiomer or 3a-(S),1-(R) enantiomer of 
a compound selected from the group consisting of 
2-amino-N-[1-benzyloxymethyl-2-(2-methyl-3-oxo-3a-pyridin-2-ylmethy)- 
2 1 3 t 3a t 4 t 6,7-hexahydro-pyrazo!o[4 t 3-c]pyridin-5-yl)-2-oxo-ethyl]-2-methyl- 
propionamide; 

2-amino-N-{1-(3-chlorc-benzyloxymethyl)-2-oxo-2-[3-oxo-3a-pyridin-2-ylmethy^ 

(2,2,2-trifluoro^thyl)-2 t 3,3aA67-nexahydr^ 

methyl-propionamide; 

2-amino-N-{1-(4-chloro-benzyioxymethyl)-2-oxo-2-[3-oxo-3a-pyridin-2-ylmethyl-2- 
(2,2,2-trifluoro-ethyl)-2,3 ) 3a ( 4,6,7-hexahydro-pyrazolo[4 l 3-c ]pyridin-5-yl]-ethyl}-2- 
methyl-propionamide; 

2-amino-N-{1-(2,4-dichloro-benzyloxymethyl)-2-oxo-2-[3-oxo-3a-pyridin-2-ylmethyl- 

2-(2 1 2 t 2-trifIuorc-ethyI)-2 t 3,3a t 4,67-hexahydrc^pyrazolo[4,3-c]pyridin-5-yl]-e^ 

methyl-propionamide; 

2-amino-N-{1-(4-chlopo-thiophen-2-ylmeth^ 

ylmethyl-2-(2 t 2 1 2-trifIuoro-ethyl)-2,3,3a 1 4 I 57-hexahydro-pyrazolo[3,4-c]pyridtn 

yI]-ethyt)-2-methyl-propionamide; and 

2-amino-N-{1-(2,4-difluoro-benzyloxymethy^ 

2-(2,2,2-trifiuoro-ethyl)-2 l 3 t 3aA67-hexahyd^ 

methyl-propionamide. 

7. A method for treating insulin resistance in a mammal according to 
claim 1 which additionally comprises administering to a mammal in need thereof a 



growth hormone releasing hormone or a functional analog thereof. 

8. A pharmaceutical composition useful for treating insulin resistance 
in a mammal which comprises a pharmaceutically acceptable carrier and an 
effective amount of a compound of formula I 



O X 4 



Y; 




s 
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or th st reoisomeric mixtures, diaster omerically enriched, diast reomericatly 
pure, enantiomerically enriched or enantiomerically pure isomers or the 
pharmaceutical^ acceptable salts and prodrugs thereof, 
wherein 
5 eisOorl; 

n and w are each independently 0, 1 or 2; 

provided that w and n cannot both be 0 at the same time; 

Y is oxygen or sulfur; 

R 1 is hydrogen, -CN, •(OH 2 )^(X G )C(0)X 6 t -(CH 2 ) q N(X 6 )C(0)(CH 2 ) r A 1 , 
1 0 -(CH^NCX^SOjtCHzVA 1 , -(CH^NQ^SOaX 6 , -(CH^N^CCOJNCX^CH^A 1 , 
-(CH^N^CfOJN^fX 6 ), -(CHi^C^NCX 6 )^ 6 ), -(CH^OJNP^CCH^A 1 , 
-<CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A 1 , -(CH^OX 6 , -(CH^OC^X 6 , 
-(CH 2 ) q OC(0)(CH 2 yA 1 , -(CH 2 ) q OC(0)N(X^(CH 2 yA\ -(CH 2 ) q OC(0)N(X 6 )(X 6 ), 
-(CH 2 ) q C(0)X 6 , -{CH^OXCHjVA 1 , -(CH^N^C^OX 6 , 
15 -(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ) I -(CH^SCOmX 6 , -(CH 2 ) q S(0) m (CH 2 ),.A 1 , 

-(Ci-doJalkyl. -(CH 2 )rA\ -(CH 2 ) q -(C3-C 7 )cycloaikyl, -(CH 2 ) q -Y 1 -(d-C 6 )alkyl, 
-(CH 2 ) q -Y 1 -(CH 2 ) r A 1 or -(CH^c-Y^CCHzJKCa-Cyicycloalkyl; 

where the alkyi and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (C r C 4 )alkyl, hydroxyl, (Ci-C 4 )alkoxy, carboxyl, -CONH 2 , 
20 -S(0) m (C r C6)alkyl, -C0 2 (Ci-C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 

fluoro; 

Y 1 is O. S(0) m , -C(0)NX?-, -CH=CH-, -C^O, -N(X^C(0)-, -C(0)NX 6 -, 
-C(0)0-, -OC(0)N(X^ or -QC(O)-; 
qis 0, 1,2, 3 or 4; 
25 tisO, 1,2or3; 

said (CH£ q group and (CH 2 ) t group may each be optionally substituted with 
hydroxyl, (C r C 4 )alkoxy, carboxyl, -CONH 2 , -S(0) m (C r C 6 )alkyl, 
-C0 2 (Ci-C 4 )aIkyl ester, 1H-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (C r 
C 4 )alkyl; 

30 R 2 is hydrogen, (C r C 8 )alkyl, -(<VC 3 )alkyK<VCe)cydoalkyl t -(Ci-C^alkyl-A 1 or A 1 ; 

where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 
optionally substituted with hydroxyl, -C(0)OX 6 , -CCOJNfX 6 )^, -Npc 6 )^ 6 ), 
-SfOJmCCrCeJalkyl, -C(0)A 1 , -CJOXX 6 ), CF 3 , CN r 1 , 2 or 3 halogen; 
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R 3 is A 1 , (CrCio)a!kyl, -(C-COalkyl-A 1 , -(CrCeJalkyKCs-CyJcycloalkyl, 
-(Ci^alkyl-X'-CCrCsJalkyi, -(C r C5)alkyl-X 1 -(Cc-C 5 )alkyl-A 1 or 
-(Ci-C 5 )alkyl-X 1 -(Ci-C5)alkyl-(CrC 7 )cycloalkyl; 

where the aikyl groups in the definition of R 3 are optionally substituted with 
5 -S(0) m (C r C 6 )alkyl 1 -C(0)OX 3 , 1 , 2, 3, 4 or 5 halogens, or 1 , 2 or 3 OX 3 ; 

X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(0)-, -C(0)O, -CX 2 =CX 2 -, 

-N(X 2 )C(0)0-, -OC(0)N(X 2 )- or-C^C-; 
R 4 is hydrogen, (C r C 6 )alkyl or (CVCTjcycloalkyl, or R 4 is taken together with R 3 
and the carbon atom to which they are attached and form (Cs-CTjcycloalkyl, (Cs- 
10 C 7 )cycloalkenyl, a partially saturated or fully saturated 4- to 8-membered ring 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, or is a bicyclic ring system consisting of a partially 
saturated or fully saturated 5- or 6-membered ring, fused to a partially saturated, 
fully unsaturated or fully saturated 5- or 6-membered ring, optionally having 1 to 4 
15 heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

X 4 is hydrogen or (Ci-C 6 )alkyl orX 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a 
five to seven membered ring; 




20 R 6 is a bond or is (CHa>a ( (CH2 * b ; ■ 

where a and b are independently 0, 1 , 2 or 3; 

X 5 and X 53 are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (CrC 6 )alkyl; 

the optionally substituted (C-CtOalkyl in the definition of X s and X 5 * 
25 is optionally substituted with a substituent selected from the group 

consisting of A 1 , OX 2 , -S(0) m (C,-C 6 )alkyl, -C(0)OX 2 , (C r 

C 7 )cycloalkyl, -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
or the carbon bearing X s or X 53 forms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wherein each alkylene bridge contains 1 
30 t 5 carbon atoms, provided that when on alkylene bridge is form d th n 

X s r X 53 but not both may b on the carbon atom and R 7 r R a but not both 
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may be on the nitr gen atom and further provided that when two alkylene 
bridg s are formed then X 5 and X 5a cannot be on the carbon atom and R 7 
and R 8 cannot be on the nitrogen atom; 

or X 5 is taken together with X 53 and the carbon atom to which they are 
5 attached and form a partially saturated or fully saturated 3- to 7-membered 

ring, or a partially saturated or fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen; 

or X s is taken together with X 53 and the carbon atom to which they are 
10 attached and form a bicyciic ring system consisting of a partially saturated 

or fully saturated 5- or 6-membered ring, optionally having 1 or 2 
heteroatoms independently selected from the group consisting of nitrogen, 
sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
15 independently selected from the group consisting of nitrogen, sulfur and 

oxygen; 

Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is 
notN-X 2 orO; 

R 7 and R 8 are independently hydrogen or optionally substituted (CrCe)alkyl; 
20 where the optionally substituted (d-C 6 )alkyl in the definition of R 7 and R 8 is 

optionally independently substituted with A 1 , -C(0)0-(Ci-C 6 )alkyl ( 
-S(0) m (Ci-C 6 )alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(C r 
Cio)alkyl or 1 to 3 (Ci-C 6 )alkoxy; or 
R 7 and R 8 can be taken together to form -(CH 2 )rL-(CH2)r-; 
25 where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 

A 1 for each occurrence is independently (C 5 -C 7 )cycloalkenyl, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, a bicyciic ring system consisting of a partially 
30 saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
having 1 td 4 heteroatoms independently selected from the group consisting of 
nitrog n, sulfur and xygen, fused to a partially saturated, fully saturated r fully 
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unsaturated 5- or 6-m mb red ring, optionally having 1 to 4 heteroatoms 
independ ntly selected from the group consisting of nitrogen, sulfur and oxygen; 
A 1 for each occurrence is independently optionally substituted, in one or 
optionally both rings if A 1 is a btcyclic ring system, with up to three 
5 substituents, each substituent independently selected from the group 

consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , CH 3) OCH 3 , -OX 6 , 
-CCOMX^fX 6 ), -CfOOX 6 , oxo, (Ci-C 6 )alkyl, nitro, cyano, benzyl, 
-S(0) m (Ci-C6)aIky], 1H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methylenedioxy, -NCX 6 )^ 6 ), -Np^CtOXX 6 ), -SOzNpC^pc 6 ), 
1 0 -N(X 6 )S0 2 -phenyl ) -N^SOzX 6 , -CONX 11 X 12 , -S02NX 11 X 12 , -NX 6 S0 2 X 12 , 

-NX 6 CONX 1l X 12 , -NX 6 S0 2 NX 11 X 12 , -NX 6 C(0)X 12 ) imidazolyl, thiazolyl and 
tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy 
then it can only be substituted with one methylenedioxy; 

where X 11 is hydrogen or optionally substituted (Ci-C 6 )alkyl; 
15 the optionally substituted (d-C 6 )alkyl defined for X 11 is 

optionally independently substituted with phenyl, phenoxy, 
(Ci-CtOalkoxycarbonyl, -S(0) m (CrCe)alkyl, 1 to 5 halogens, 
1 to 3 hydroxy, 1 to 3 (C r Ci 0 )alkanoyloxy or 1 to 3 (C r 
Ce)alkoxy; 

20 X 12 is hydrogen, (Ci-C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 

thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
* substituted with one to three substituents independently selected 

from the group consisting of Cl t F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 
or X 11 and X 12 are taken together to form -(CH 2 )rL 1 -(CH 2 ) r ; 
25 where L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 

r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (C r 
CtOalkyl, or optionally substituted (Cs-Cyjcycloalkyl, where the optionally substituted 
(CrC 6 )alkyl and optionally substituted (CrC 7 )cycIoalkyl in the definition of X 2 are 
30 optionally independently substituted with -S(0) m (C r C6)alkyl, -C(0)OX 3 , 1 to 5 
halogens or 1-3 OX 3 ; 

X 3 for each ccurrence is ind pendently hydrog n or (Ci-C 6 )alkyl; 
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X 6 is indep ndently hydrogen, optionally substituted (Ci-C 6 )alkyl, (Cr 
C 6 )halogenated alkyl, optionally substituted (C3-C 7 )cycloalkyl, (C3-C7)- 
halogenatedcycloalkyl, where optionally substituted (CrC 6 )alkyl and optionally 
substituted (C3-C7)cycloalkyl in the definition of X 6 is optionally independently 

5 substituted by 1 or 2 (d-C^alkyl, hydroxy!, (Ci-C 4 )alkoxy, carboxyl, CONH 2 , - 
S(0) m (C r C 6 )alkyl, carboxylate (d-CJalkyl ester, or 1H-tetrazoI-5-yl; or 
when there are two X 6 groups on one atom and both X 6 are independently (C r 
Ce)alkyl, the two (Ci-C 6 )alkyl groups may be optionally joined and, together with 
the atom to which the two X s groups are attached, form a 4- to 9- membered ring 

10 optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (Ci-C 6 )atkyl optionally substituted with hydroxy!; and 
m for each occurrence is independently 0, 1 or 2; 
with the proviso that: 

X 6 and X 12 cannot be hydrogen when it is attached to C(O) or SO2 in the form 
1 5 C(0)X 6 , C(0)X 12 , SO2X 6 or SCfeX 12 ; and 

when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH 2 )rL-(CH 2 )r is 

independently 2 or 3. 

9. A method for increasing levels of endogenous growth hormone, 

which comprises administering to a human or other animal in need thereof 
20 effective amounts of a functional somatostatin antagonist and a compound of 

formula I 




I 

or the stereoisomer^ mixtures, diastereomericaliy enriched, diastereomerically 
25 pure, enantiomerically enriched or enantiomerically pure isomers or the 
pharmaceutical^ acceptable salts and prodrugs thereof,- 
wherein 
eisO r1; 
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n and w are each ind pendently 0, 1 or 2; 

provided that w and n cannot both be 0 at the same time; 

Y is oxygen or sulfur; 

R 1 is hydrogen, -CN, -{CH 2 )^Q(^C(0)X 6 t -(CH 2 ) q N(X 6 )C(0)(CH 2 ) r A 1 t 
5 -(CH 2 ) q N(X 6 )S0 2 (CH 2 )t-A 1 > -(CH^Np^SCfeX 6 , -(CH^NCX^C^NfX^fCH^-A 1 , 
-(CH 2 ) q N(X 6 )C(0)N{X 6 )(X 6 ), -(CH^C^N^X 6 ), -(GHAP(0)Np^(PHa)rA 1 l 
-(CHaJqCPJOX 6 , -(CH 2 ) q C(0)0(CH 2 )rA\ -(CH^qOX 6 , -(CH^qOCtOJX 6 , 
-(CHaJqOCCOMCHdrA 1 , -(CH 2 ) q OC(0)N(X^(CH 2 ) r A\ -(CH 2 ) q OC(0)N(X 6 )(X 6 ) 1 
-(CH^qC^X 6 , -(CH 2 ) q C(0)(CH 2 ) r A 1 , -(CH 2 ) q N(X^C(0)OX 6 , 
10 .(CH 2 ) q N(X 6 )S0 2 N(X 6 )(X 6 ), -(CH 2 ) q S(0)mX 6 , -(CH^SfOWCH^A 1 , 

-(Ci-C 10 )alkyl. -(CH 2 ) r A 1 , -(CH 2 )q-(C 3 -C 7 )cycloalkyl, -(CH 2 ) q -Y 1 -(Ci-C 6 )alkyl, 
-(CHsJq-Y^CCHOrA 1 or -(CH 2 ) q -Y 1 -(CH 2 )r(C 3 -C 7 )cycloalkyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (Ci-C 4 )alkyl, hydroxy!, (Ci-C 4 )alkoxy, carboxyl, -CONH 2l 
15 -S(0) m (Ci-C 6 )alkyl, -C0 2 (d-C 4 )a!kyl ester, 1H-tetrazdl-5-yl or 1, 2 or 3 

fiuoro; 

Y 1 is O, S(0) m , -C(0)NX 6 -, -CH=CH-, -C^C-, -NpC^CfO)-, -C(0)NX 6 - t 
-C(0)0, -OCCONPC 6 )- or-OC(O)-; 
qisO, 1, 2, 3 or 4; 
20 tisO, 1,2or3; 

said (CH 2 ) q group, and (CH^ group may each be optionally substituted with , 
hydroxyl, (Ci-C 4 )alkoxy, carboxyl, -CONH 2l -S^^CrCeJalkyl, 
-CO^d-C^alkyl ester, 1 H-tetrazol-5-yl, 1, 2 or 3 fiuoro, or 1 or 2 (C r 
C 4 )atkyl; 

25 R 2 is hydrogen, (C r d a )alkyl, -{CtrCaJalkyKCrCsJcycioalkyl, -(Ci-C 4 )alkyl-A 1 or A 1 ; 

where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 
optionally substituted with hydroxyl, -CCOJOX 6 , -CtOJNpc 6 )^ 6 ), -NfX 6 )^ 6 ), 
-SCO^d-CeJalkyl, -C(0)A 1 , -CfOKX 6 ), CF 3| CN or 1, 2 or 3 halogen; 
R 3 is A 1 , (d-do)alkyl, -(d-C 6 )alkyl-A 1 t -(d-C 6 )alkyl-(C3-C 7 )cycloalkyl, 
30 -(d-CsJalkyl-X'-CCi-CsJalkyl, -(CrCs)alkyl-X 1 -(Co-Cs)alkyI-A 1 or 
KCi-^Jalkyl-X'-fCrCsJalkyl-CCrdJcycloalkyl; 

where the alkyl groups in the definition of R 3 are optionally substituted with 
-S(0)„ 1 (Ci-C 6 )alkyl ( -C(0)OX 3 , 1 , 2, 3, 4 or 5 halogens, or 1 , 2 or 3 OX 3 ; 
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X 1 is O, S(0) mi -H(X 2 )C{Oy, -C(0)N(X 2 )-, -0C(O)-, -C(0)0- t -cx 2 =cx 2 -, 

-N(X 2 )C(0)0-, -OC(0)N(X 2 )- or-C^C-; 
R 4 is hydrogen, (d-CeJalkyl or (C3-C 7 )cycloalkyl, or R 4 is taken together with R 3 
and the carbon atom to which they are attached and form (Cs-C 7 )cycloalkyl, (C5- 
5 C 7 )cycloalkenyl, a partially saturated or fully saturated 4- to 8-membered ring 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, or is a bicyclic ring system consisting of a partially 
saturated or fully saturated 5- or 6-membered ring, fused to a partially saturated, 
fully unsaturated or fully saturated 5» or 6-membered ring, optionally having 1 to 4 
10 heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

X 4 is hydrogen or (C r C 6 )alkyl or X 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a 
five to seven membered ring; 

a/ 



15 R 6 is a bond or is (CH ^ a (CHz >» ; 

where a and b are independently 0, 1, 2 or 3; 

X s and X 53 are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (d-C^alkyt; 

the optionally substituted (CrC 6 )a!kyl in the definition of X 5 and X 53 

20 is optionally substituted with a substituent Selected from the group 

consisting of A 1 , OX 2 , -S(0)n,(CrC 6 )alkyl ( -C(0)OX 2 , (CV 
C 7 )cycloalkyi, -N(X 2 )(X 2 ) and -C<0)N(X 2 )(X 2 ); 
or the carbon bearing X s or X 53 forms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wherein each alkylene bridge contains 1 

25 to 5 carbon atoms, provided that when one alkylene bridge is formed then 

X 5 or X 58 but not both may be on the carbon atom and R 7 or R 8 but not both 
may be on the nitrogen atom and further provided that when two alkylene 
bridges are formed then X s and X 53 cannot be on the carbon atom and R 7 
and R 8 cannot be on the nitrogen atom; 

30 or X 5 is taken t gether with X 53 and the carbon atom to which they are 

attached and form a partially saturated or fully saturated 3- to 7-membered 
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ring, or a partially saturated or fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen; 

or X s is taken together with X 53 and the carbon atom to which they are 
5 attached and form a bicyciic ring system consisting of a partially saturated 

or fully saturated 5- or 6-membered ring, optionally having 1 or 2 
heteroatoms independently selected from the group consisting of nitrogen, 
sulfur and oxygen, fused to a partially saturated, fuliy saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
10 independently selected from the group consisting of nitrogen, sulfur and 

oxygen; 

Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is 
notN-X 2 or O; 

R 7 and R 8 are independently hydrogen or optionally substituted (C r C 6 )alkyl; 
15 where the optionally substituted (CrC 6 )alkyl in the definition of R 7 and R 8 is 

optionally independently substituted with A 1 , -C(0)0-(Ci-C 6 )alkyl, 
-S(0) m (Ci-C6)alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(Cr 
Cio)alkyi or 1 to 3 (C t -C 6 )alkoxy; or 
R 7 and R 8 can be taken together to form -(CH 2 ) r L-(CH 2 )r; 
20 whereLisC(X 2 )(X 2 ),S(0) m orN(X 2 ); 

A 1 for each occurrence is independently (Cs-C 7 )cycloalkenyr, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sutfur and nitrogen, a bicyciic ring system consisting of a partially 
25 saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fuliy 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
30 A 1 for each occurrence is independently optionally substituted, in one or 

optionally both rings if A 1 is a bicyciic ring system, with up to three 
substituents, each substitu nt independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , CH 3 , OCH 3 , -OX 6 , 
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-CCOJNPC^PC 6 ), -C(0)OX 6 , oxo, (CrC 6 )alkyl, nitro, cyano, b nzyl, 
-S(0)m(Ci-C 6 )alkyl, 1H-tetrazol-5-yl, phenyl, phenoxy, phenyialkyloxy, 
halophenyl, methylenedioxy, -NKX^X 6 ), -NCX^CfOXX 6 ), -SC^NfX^X 6 ), 
-NCX^SOrPhenyl, -Np^SCfeX 6 , -CONX 11 X 12 , -S0 2 NX 11 X 12 , -NX 6 S0 2 X 12 t 
5 -NX 6 CONX l1 X 12 , -NX 6 S0 2 NX 11 X 12 I -NX 6 C(0)X 12 , imidazolyl, thiazolyl and 

tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy 
then it can only be substituted with one methylenedioxy; 

where X 11 is hydrogen or optionally substituted (Ci-Cs)alkyl; 

the optionally substituted (C r C 6 )alkyl defined for X 11 is 
10 optionally independently substituted with phenyl, phenoxy, 

(C r C 6 )alkoxycarbonyl, -S(0) m (C r C 6 )alkyl, 1 to 5 halogens, 
1 to 3 hydroxy, 1 to 3 (C r Cio)alkanoyloxy or 1 to 3 (Ci- 
C 6 )alkoxy; 

X 12 is hydrogen, (Ci-C 6 )alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
15 thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 

substituted with one to three substituents independently selected 
from the group consisting of CI, F, CH 3 , OCH 3 , OCF 3 and CF 3 ; 
orX 11 and X 12 are taken together to form -(CH 2 )rL 1 -(CH 2 )r; 
where L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
20 r for each occurrence is independently 1, 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (Ci- 
C 6 )alkyl, or optionally substituted (Ca-Cyjcycloalkyl, where the optionally substituted 
(d-Cejalkyl and optionally substituted (C r C 7 )cycloalkyl in the definition of X 2 are 
optionally independently substituted with -S(0) m (CrC6)alkyI, -C(0)OX 3 , 1 to 5 
25 halogens or 1-3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (d-CJalkyl; 
X 6 is independently hydrogen, optionally substituted (CrC 6 )alkyl, (Cr 
C 6 )halogenated alkyl, optionally substituted (CrC 7 )cycloalkyl, (C3-C7)- 
halogenatedcycloalkyl, where optionally substituted (d-C^alkyl and optionally 
30 substituted (C 3 -C 7 )cycloalkyl in the definition of X 6 is optionally independently 
substituted 'by 1 or 2 (Ci-C 4 )alkyl. hydroxy!, (Ci-C 4 )alkoxy, carboxyl, CONH 2l - 
StOUd-CeJalkyl, carboxylat (C r C 4 )alkyl ster, or 1 H-t trazol-5-yl; or 
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when there are two X 6 groups on one atom and both X 6 are independ ntiy (Ci- 
C 6 )alkyl, the two (Ci-C 6 )a!kyl groups may be optionally joined and, together with 
the atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 ; 
5 X 7 is hydrogen or (Ci-C 6 )alkyl optionally substituted with hydroxyl; and 

m for each occurrence is independently 0, 1 or 2; 
with the proviso that 

X 6 and X 12 cannot be hydrogen when it is attached to C(O) or SO2 in the form 

C(0)X 6 , C(0)X 12 , SOzX 6 or SO2X 12 ; and 
10 when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH 2 )rL-(CH 2 ) r is 

independently 2 or 3. 

10. A method of treating or preventing congestive heart failure, obesity 

or frailty associated with aging, which comprises administering to a mammal in 

need thereof effective amounts of a functional somatostatin antagonist and a 
15 compound of formula I 




I 

i .»■■.■; ' - 

or the stereoisomeric mixtures, diastereomerically enriched, diastereomerically 

pure, enantiomerically enriched or enantiomerically pure isomers or the 

20 pharmaceutically acceptable salts and prodrugs thereof, 

wherein 

e is 0 or 1; 

n and w are each independently 0, 1 or 2; 
provided that w and n cannot both be 0 at the same time; 
25 Y is oxygen or sulfur, 

R 1 is hydrogen, -CN, -(CH^NCX^OJX 6 , -(CH 2 ) q N(X^C(0)(CH 2 )rA\ 
-(CH^NP^SOjCCHjVA 1 , -(CHzJqNpC^SOzX 6 , -(CHj^NP^CCONp^CCHdrA 1 , 
-(CH^NfX^CPJNKX 6 )^ 6 ), -(CH^CCONf^XX 6 ), -(CH^CCOJNCX^^H^A 1 , 
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-(CH 2 ) q C(0)OX 6 , -(CH 2 ) q C(0)0(CH 2 ) r A\ -(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ) r A 1 , -(CH 2 ) q OC(0)N(X 6 )(CH 2 ) r A 1 , -(CHzJqOC^NpC^X 6 ), 
-(CH 2 ) q C(0)X 6 , -(CH^CCOXCHzVA 1 , -(CH^NfX^CCOJOX 6 , 
-(CH 2 ) q N(X^S0 2 N(X^, -(CHOqStOmX 6 , -(CH 2 ) q S(0) m (CH 2 ) r A\ 
5 -(C r Cio)alkyl, -(CH^-A 1 , -(CH 2 ) q -(C3-C 7 )cycioalkyl, -(CH 2 ) q -Y 1 -(C r C 6 )alkyl, 
-(CH 2 ) q -Y 1 .(CH 2 )rA 1 or -(CH 2 ) q -Y 1 -(CH2)r(C3-C 7 )cycloalkyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 

substituted with (Ci-C 4 )alkyl, hydroxyl, (CrC 4 )alkoxy, carboxyl, -CONH 2l 

-S(0) m (Ci-C 6 )alkyl, -C0 2 (CrC 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 
10 fluoro; 

Y 1 is O, S(0) m , -C^NX 6 -, -CH=CH-, -C^C-, -HQf)C(0)-, -C(0)NX 6 -, 

-C(0)0-, -OC(0)HQ^y or-OC(0)-; 

q is 0, 1, 2, 3 or 4; 

tis 0, 1, 2 or 3; 

15 said (CH 2 ) q group and (CH 2 )t group may each be optionally substituted with 

hydroxyl, (C r C 4 )alkoxy, carboxyl, -CONH 2 , -S(0) m (C r C6)alkyl, 
-CC^CCi-C^alkyl ester, 1H-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (Ci- 
C 4 )alkyl; 

R 2 is hydrogen, (Ci-C 8 )alkyl, -(Co-CaJalkyl-CCrCsJcycloalkyl, -(C r C 4 )alkyl-A 1 or A 1 ; 
20 where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 

optionally substituted with hydroxyl, -C(0)OX s , -CtpJNCX 6 )^ 6 ), -NCX^X 6 ), 
' -SCOWCi-CeJalkyI, -C(0)A 1 , -CfOXX 6 ), CF 3l CN or 1 , 2 or 3 halogen; - 
R 3 is A 1 , (Ci-Cio)alkyl, -(d-^alkyl-A 1 , -(Ci-C 6 )alkyKC3-C 7 )cycloalkyl, 
-(CrC 5 )alkyl-X 1 -(Ci-Cs)alkyl, -(C-CsJalkyl-X^CCtrCsJalkyl-A 1 or 
25 -(CrC*)alkyl-X^CrC5)a^^ 

where the alkyl groups in the definition of R 3 are optionally substituted with 
-S(0) m (Ci-C6)alkyl, -C(0)OX 3 , 1, 2, 3, 4 or 5 halogens, or 1, 2 or 3 OX 3 ; 
X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(0)-, -C(0)0- t -CX 2 =CX 2 -, 
-N(X 2 )C(0)0- ( -OC(0)N(X 2 )- or-OC-; 
30 R 4 is hydrogen, (Ci-C 6 )alkyl or (CrC 7 )cycloalkyl t or R 4 is taken together with R 3 
and the carbon atom to which they are attached and form (Cs-C 7 )cycloalkyl, (Cr 
CrJcycloalkenyl, a partially saturated or fully saturated 4- to 8-m mb red ring 
having 1 to 4 het roatoms ind p ndentiy sel cted from the group consisting of 
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oxyg n, sulfur and nitrogen, or is a bicyclic ring system consisting of a partially 
saturated or fully saturated 5- or 6-membered ring, fused to a partially saturated, 
fully unsaturated or fully saturated 5- or 6-membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur 
5 and oxygen; 

X 4 is hydrogen or (C r C 6 )alkyl orX 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a 
five to seven membered ring; 

\ / 

R 6 is a bond or is {CH *>* (CH2 > b ; 

1 0 where a and b are independently 0, 1 , 2 or 3; . 

X s and X 53 are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (Ci-Ce)alkyl; 

the optionally substituted (d-Cdalkyl in the definition of X 5 and X 53 
is optionally substituted with a substituent selected from the group 
15 consisting of A 1 , OX 2 , -S(0) m (d-C 6 )a1kyl, -C(0)OX 2 , (C r 

C 7 )cycloalkyl, -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
or the carbon bearing X s or X s ® forms one or two aikylene bridges with the 
nitrogen atom bearing R 7 and R 8 wherein each aikylene bridge contains 1 
to 5 carbon atoms, provided that when one aikylene bridge is formed then 
20 : X 5 or X 53 but not both may be on the carbon atom* and R 7 or R 8 but not both 
may be on the nitrogen atom and further provided that when two aikylene 
. bridges are formed then X s and X 53 cannot be on the carbon atom and R 7 
and R 8 cannot be on the nitrogen atom; , 

or X 5 is taken together with X 53 and the carbon atom to which they are 
25 attached and form a partially saturated or fully saturated 3- to 7-membered 

ring, or a partially saturated or fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen; 

or X s is taken together with X 53 and the carbon atom to which they are 
30 attached and f rm a bicyclic ring system consisting f a partially saturated 

or fully saturat d 5- r 6-memb red ring, optionally having 1 or 2 



WO 98/58949 PCTAB98/00876 

-136- 

heteroatoms independently selected from the group consisting of nitrogen, 
sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally haying 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and 
5 oxygen; 

Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is 
notN-X 2 orO; 

R 7 and R 8 are independently hydrogen or optionally substituted (Ci-C 6 )alkyl; 

where the optionally substituted (C r C s )alkyI in the definition of R 7 and R 8 is 
10 optionally independently substituted with A 1 , -CJOJCMd-CeJalkyl, 

-S(0) m (Ci-C 6 )alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -OC(0)(C r 
Cio)aikyl or 1 to 3 (Ci-C 6 )alkoxy; or 
R 7 and R 8 can be taken together to form -(CH 2 ) r L-(CH 2 ) r ; 
where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 
15 A 1 for each occurrence is independently (C5-C 7 )cycloalkenyl, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, a bicyclic ring system consisting of a partially 
saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
20 having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 
A 1 for each occurrence is independently optionally substituted, in one or 
25 optionally both rings if A 1 is a bicyclic ring system, with up to three 

substituents, each substituent independently selected from the group 
consisting of F, CI, Br, I, OCF 3 , OCF 2 H t CF 3 , CH3, OCH 3 , OX 6 , 
-CCOJNCX^CX 6 ), -C^OJOX 6 , oxo, (C,-C 6 )alkyl ( nitro, cyano, benzyl, 
-S(0) m (Ci-C8)alkyl, 1H-tetrazol~5-yl, phenyl, phenoxy, phenylalkyloxy, 
30 halophenyl, methylenedioxy, -Npc 6 )^ 6 ), -NfX^CfOJCX 6 ), -SOzNp^tX 6 ), 

-Np^SOrPhenyl, •U{^)S0 2 X G , -CONX 11 X 12 , .SG 2 NX 11 X 12 , -NX^X 12 , 
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-NXtONX^X 12 , -NX 6 S0 2 NX 11 X 12 , -NX 6 C(0)X 12 , imidazolyi, thiazolyl and 
tetrazoiyl, provided that if A 1 is optionally substituted with methylenedioxy 
then it can only be substituted with one methylenedioxy; 

where X 11 is hydrogen or optionally substituted (d-C 6 )alkyl; 
5 the optionally substituted (d-C 6 )alkyl defined for X 11 is 

optionally independently substituted with phenyl, phenoxy, 
(Ci-Ce)alkoxycarbonyl, -S(0) m (Ci-C e )aIkyi, 1 to 5 halogens, 
1 to 3 hydroxy, 1 to 3 (Ci-Cio)alkanoyloxy or 1 to 3 (C r 
C 6 )a!koxy; 

10 X 12 is hydrogen, (Ci-C 6 )alkyl, phenyl, thiazolyl, imidazolyi, furyl or 

thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
substituted with one to three substituents independently selected 
from the group consisting of CI, F, CH 3l OCH 3 , OCF 3 and CF 3 ; 
or X 11 and X 12 are taken together to form -(CHz^L'-CCHzV; 

1 5 where L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); ' 

r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (d- 
CiOalkyl, or optionally substituted (CVCyJcycloalkyl, where the optionally substituted 
(CrC 6 )alkyl and optionally substituted (C3-C7)cycloalkyl in the definition of X 2 are 
20 optionally independently substituted with -S(0) m (Ci-C 6 )alkyl, -C(0)OX 3 , 1 to 5 
halogens or 1-3 OX 3 ; 

X 3 for each occurrence is independently hydrogen or (d-C 6 )al&yl; 



X 6 is independently hydrogen, optionally substituted (d-CeJalkyl, (Q 
Ce)halogenated alky!, optionally substituted (C3-C 7 )cycloalkyl, (Crd)- 
25 halogenatedcycloaikyl, where optionally substituted (CrC 6 )alky1 and optionally 
substituted (drdjcycloalkyl in the definition of X 6 is optionally independently 
substituted by 1 or 2 (d-d)alkyl, hydroxyl, (d-C 4 )alkoxy, carboxyl, CONH 2 , - 
S(0) m (d-C6)alkyl, carboxylate (d-C 4 )alkyl ester, or 1H-tetrazol-5-yl; or 
when there are two X s groups on one atom and both X s are independently (d- 
30, Ce)alkyl, the two (d-C 6 )alkyl groups may be optionally joined and, together with 
the atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (d-Ce)alkyl optionally substitut d with hydroxyl; and 



{- 



T 
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m for each occurrence is independently 0, 1 or 2; 
with the proviso that: 

X 6 and X 12 cannot be hydrogen when it is attached to C(O) or S02 in the form 
C(0)X 6 , C(0)X 12 , SOzX 6 orS0 2 X 12 ; and 
5 when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH 2 ) r L-(CH 2 V is 
independently 2 or 3. 

11. A method according to claim 1 0 wherein said functional 
somatostatin antagonist is an alpha-2 adrenergic agonist. 

12. A method according to claim 1 1 wherein said alpha-2 adrenergic 
10 agonist is selected from the group consisting of clonidine, xylazine and 

medetomidine. 

13. A method according to claim 12 wherein said compound of formula i 
is 2-amino-N-[2-(3a-(R}-benzyl-2-methyl-3-oxo-2,3,3a,4 1 6,7-hexahydro-pyrazolo- 
[4 l 3^]pyridin-5-yl)-1-(R)-benzyloxymethyl-2-oxo-ethyO-isobutyramide L-tartaric acid 

15 salt. ? ' 

14. A pharmaceutical composition which comprises a pharmaceutical^ 
acceptable carrier, an amount of an alpha-2 adrenergic agonist and an amount of 
a compound of formula I 



20 I 

or the stereoisorheric mixtures, diastereomerically enriched, diastereomerically 

pure, enantiomerically enriched or enantiomerically pure isomers or the 

pharmaceutical^ acceptable salts and prodrugs thereof, 

wherein 
25 eisOoM; 

n and w are each independently 0, 1 or 2; 

provided that w and n cannot both be 0 at the same time; 

Y is oxygen r sulfur; 
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R 1 is hydrogen, -CN, -(CH 2 ) q N(X 6 )C(0)X 6 , KCH 2 )qN(X^C(0)(CH 2 )rA 1 , 
-(CH 2 ) q N(X 6 )S0 2 (CH 2 )rA\ -(CH^NfX^SOzX 6 , -(CH^NfX^CtONfX^CCH^rA 1 , 
-(CH^NfX^CCOJNpC^X 6 ), -(CH^CCOJNPC^CX 6 ), ^H^(0)N(XftCH^\ 
-(CH 2 ) q C(0)OX 6 , -(CHJqCfOJOCCHzVA 1 , -(CH 2 ) q OX 6 , -(CH^OCtCOX 6 , 
5 -(CH 2 ) q OC(0)(CH 2 )rA 1 , -(CHOqOCCOJNCX^CCH^-A 1 , -(CH^OCfOJNCX^XX 6 ), 
-(CH 2 ) q C(0)X $ , -(CH 2 ) q C(0)(CH 2 ) r A\ -(CH 2 ) q N(X^C(0)OX 6 , 
-(CH^NpC^SOaNpC^CX 6 ), -(CH^SfOrnX 6 , -(CH 2 ) q S(0) m (CH 2 ) r A 1 , 
-(d-do)alkyl, -(CHzVA 1 , -(CHzVCdrdJcycloalkyI, -(CHdq-Y'-fd-CsJalkyl, 
-(CH^q-Y^CCHzJrA 1 or -(CH 2 ) q -Y 1 -(CH 2 ) r (C3-C 7 )cycloalkyl; 
10 where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 

substituted with (d-d)alkyl, hydroxyl, (d-d)a!koxy, carboxyl, -CONH 2 , 
-S(0) m (Ci-C 6 )alkyl t -C0 2 (Ci-C 4 )a!kyl ester, 1H-tetrazol-5-yl or 1, 2 or 3 
fluoro; 

Y 1 is O, S(0) m , -C(Q)NX 6 -, -CH=CH-, -C=C-, -NfX^CCO)-, -CfCONX 6 -, 
15 -CCOO-.-OCfOyNfXVor-OCP)-; 
qisO, 1,2, 3 or 4; 
t is 0, 1, 2 or 3; 

said (CH 2 ) q group and (CH 2 ) t group may each be optionally substituted with 
hydroxyl, (d-d)alkoxy, carboxyl, -CONH 2 , -S(0) m (d-d)alky!, 
20 -C0 2 (C r C 4 )alkyl ester, IH-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (C r 

C 4 )alkyl; 

R 2 is hydrogen, (d-C 8 )aIkyl, -(Ctr^alkyi-Cd-CsJcycloalM, -(d-C 4 )alkyl-A 1 or A 1 ; 

where the alkyl groups and the cycloalkyl groups in the definition of R 2 are 

optionally substituted with hydroxyl, -C(0)OX 6 , -C(0)HQ(!)(X% -NfXW 6 ), 
25 -S(0)4d-d)atkyl, -C^ 

R 3 is A 1 ; (d-do)alkyl, -(d-C 6 )alkyl-A 1 , -(d-CeJalkyl-Cd-dJcycloalkyl, 
-(d-C s )alW-X^d-C5)alkyl, -(d-CsJaikyl-X'-Po-CsJalkyl-A 1 or 
-(CrC 5 )alkyl-X 1 -(Ci-C5)alkyl-(C 3 -d)cycloalkyl; 

where the alkyl groups in the definition of R 3 are optionally substituted with 
30 -S{0) m (d-C 6 )alkyl, -C(0)OX 3 , 1 , 2, 3, 4 or 5 halogens, or 1 , 2 or 3 OX 3 ; 

X 1 is 0, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )- ( -OC(0)- ( -C(0)0-, -CX^CX 2 -, 

-N(X 2 )C(0)0-, -OC(0)N(X 2 )- or -C^C-; 
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R 4 is hydrogen, (Ci-C 6 )alkyl or (C 3 -C 7 )cycloalkyl 1 or R 4 is taken together with R 3 
and the carbon atom to which they are attached and form (Cs-Crjcycloalkyl, (Cs- 
C 7 )cycloalkenyl, a partially saturated or fully saturated 4- to 8-membered ring 
having 1 to 4 heteroatoms independently selected from the group consisting of 
5 oxygen, sulfur and nitrogen, or is a bicyclic ring system consisting of a partially 
saturated or fully saturated 5- or 6-membered ring, fused to a partially saturated, 
fully unsaturated or fully saturated 5- or 6-membered ring, optionally having 1 to 4 
heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

10 X 4 is hydrogen or (CrC 6 )alkyl or X 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a 
five to seven membered ring; 




where a and b are independently 0, 1, 2 or 3; 




15 



X 5 and X 53 are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (Ci-C 6 )alkyl; 



20 



the optionally substituted (C 1 -C 6 )alkyl in the definition of X 5 and X 53 
is optionally substituted with a substituent selected from the group 
consisting of A 1 , OX 2 , -S(6) m (CrGd.alkyl v -C(0)OX 2 , (Cy 
C 7 )cycloalkyI t -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ),; 



25 



or the carbon bearing X s or X fe forms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R 8 wherein each alkylene bridge contains 1 
to 5 carbon atoms, provided that when one alkylene bridge is formed then 
X 5 or X 53 but not both may be on the carbon atom and R 7 or R 8 but not both 
may be on the nitrogen atom and further provided that when two alkylene 
bridges are formed then X 5 and X 53 cannot be on the carbon atom and R 7 



and R 8 cannot be on the nitrogen atom; 



30 



or X s is taken together with X s3 and the carbon atom to which they are 
attached and form a partially saturated or fully saturated 3- to 7-membered 
ring, or a partially saturated or fully saturated 4- to 8-memb red ring having 
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1 to 4 het roatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen; 

or X 5 is taken together with X 5a and the carbon atom to which they are 
attached and form a bicyclic ring system consisting of a partially saturated 
5 or fully saturated 5- or 6-membered ring, optionally having 1 or 2 

heteroatoms independently selected from the group consisting of nitrogen, 
sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and 
10 oxygen; 

Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is 
not N-X 2 or O; 

R 7 and R 8 are independently hydrogen or optionally substituted (Ci-C 6 )alkyl; 

where the optionally substituted (Ci-C$)alkyl in the definition of R 7 and R 8 is 
15 optionally independently substituted with A , -C(0)0-(Ci-C 6 )alkyl, 

-S(0) m (Ci-C6)alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(d- 

Cio)alkyl or 1 to 3 (Ci-Cejalkoxy; or 
R 7 and R 8 can be taken together to form -(CH 2 ) r L-(CH 2 )r; 

where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 
20 A 1 for each occurrence is independently (Cs-C 7 )cycloalkenyl, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, a bicyclic ring system consisting of a partially 
saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
25 having 1 to 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
independently selected from the group consisting of nitrogen, sulfur and oxygen; 

A 1 for each occurrence is independently optionally substituted, in one or 
30 optionally both rings if A 1 is a bicyclic ring system, with up to three 

substituents, each substituent independently selected from the group 

consisting of F, CI, Br, I, OCF 3( OCF 2 H, CF 3 , CH 3 , OCH 3t -OX 6 , 

-C(Q)UQ<f)Q<f), -C(0)OX 6 , oxo, (d-CeJalkyl, nitro, cyano, benzyl, 
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-S(0) m (Ci-C 6 )atkyl, 1H-t trazol-5-yl, ph nyl, phenoxy, ph nylalkyloxy, 
halophenyl, methylenedioxy. -Npc^fX 6 ), -N^CCOXX 6 ), -S0 2 N(X 6 )(X 6 ), 
-N^SOrphenyl, -N(X 6 )S0 2 X 6 , -CONX^X 12 , -SOjNX^X 12 , -NX 6 S0 2 X 12 , 
-NX 6 CONX 11 X 12 , -NX 6 S0 2 NX 1l X 12 , -NX 6 C(0)X 12 , imidazolyl, thiazolyl and 
5 tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy 

then it can only be substituted with one methylenedioxy; 

where X 11 is hydrogen or optionally substituted (C r C 6 )alkyl; 

the optionally substituted (Ci-C 6 )aikyl defined for X 11 is 
optionally independently substituted with phenyl, phenoxy, 
10 (d-Cejalkoxycarbonyl, -S(0) m (CrC6)alkyl, 1 to 5 halogens, 

1 to 3 hydroxy, 1 to 3 (Ci-Cio)alkanoyloxy or 1 to 3 (d- 
C s )alkoxy; 

X 12 is hydrogen, (CrCs)alkyl, phenyl, thiazolyl, imidazolyl, furyl or 
thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
15 substituted with one to three substituents independently selected 

from the group consisting of CI, F, CH 3 , OCH 3) OCF 3 and CF 3 ; 
orX 11 and X 12 are taken together to form -(CH 2 )rL 1 -(CH 2 )r; 
where L 1 is C(X 2 )(X 2 ), O, S(0) m or N(X 2 ); 
r for each occurrence is independently 1 , 2 or 3; 
20 X 2 for each occurrence is independently hydrogen, optionally substituted (Ci- 
C 6 )alkyl, or optionally 'substituted (C3-C 7 )cycloalkyI, where the optionally substituted 
(Ci-C 6 )alkyl and optionally substituted (C 3 -C 7 )cydoalkyl in the definition of X 2 are 
optionally independently substituted with -S(0) m (C r C 6 )alkyl, -C(0)OX 3 , 1 to 5 
halogens or 1-3 OX 3 ; 
25 X 3 for each occurrence is independently hydrogen or (Ci-C 6 )alkyl; 

X s is independently hydrogen, optionally substituted (C r C6)alkyl, (Cr 
C 6 )haiogenated alky!, optionally substituted (CrC 7 )cycloalkyl, (C r C 7 )- 
halogenatedcycloalkyl, where optionally substituted (C r C 6 )alkyl and optionally 
substituted (Cr-C/Jcycloalkyl in the definition of X 6 is optionally independently 
30 substituted by 1 or 2 (Ci-C 4 )alkyi, hydroxy!, (CrC 4 )alkoxy, carboxyl, CONH 2 , - 
S(0) m (Ci-C 6 )alkyl ) carboxylate (Ci-C 4 )alkyl ester, or 1H-tetrazol-5-yl; or 
wh n there are two X 6 groups on n atom and both X 6 are independently (d- 
C 6 )alkyl, the two (Ci-C 6 )alkyl groups may be optionally join d and, together with 
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th atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (Ci-C 6 )alkyl optionally substituted with hydroxyl; and 
m for each occurrence is independently 0, 1 or 2; 
5 with the proviso that: 

X 6 and X 12 cannot be hydrogen when it is attached to C(O) or S0 2 in the form 
C(0)X 6 , C(0)X 12 , S0 2 X 6 or S0 2 X 12 ; and 

when R 6 is a bond then L is N(X 2 ) and each r in the definition -{CH 2 ) r L-(CH 2 )r- is 
independently 2 or 3. 

10 15. A method according to claim 1 wherein the condition associated 

with insulin resistance is type I diabetes, type II diabetes, hyperglycemia, impaired 
glucose tolerance or an insulin resistant syndrome or state. 

16. A method according to claim 1 wherein the condition associated 
with insulin resistance is associated with obesity or old age. 

15 17. A method of treating insulin resistance in a mammal which 

comprises administering to a mammal in need thereof an effective amount of a 
growth hormone releasing peptide or a growth hormone releasing peptide mimetic 
or a pharmaceuticaHy acceptable salt thereof. 

18, A process for the preparation of the compound of formula k, 




20 W , which comprises reacting the compound of 




Free Base 



formula g, (9) , with the compound of formula j, 
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® , where Pit is an amine protecting group, in the 

presence of an organic base, a peptide coupling reagent, and a reaction inert 
solvent at a temperature between about -78 °C to about -20 °C to yield the 
compound of formula k. 
5 19. A process according to claim 18 where the peptide coupling reagent 

is 1 -propane phosphonic acid cyclic anhydride and the compound of formula g has 
the R-configuration, the compound of formula j has the R-configuration and the 
compound of formula k has the 3a-(R),1-(R) configuration. 

20. A process for the preparation of the compound of formula Z, 




, which comprises reacting the 



Free Base 

compound of formula g, t with the compound of formula j, 




u> , in the presence of an organic base, a peptide coupling 

reag nt, and a reaction inert solvent at a temperature between ab ut -78 °C to 
ab ut 



WO 98/58949 



-145- 



PCT/IB98/00876 




NH-Prt 



-20 °C to yield the compound of formula k t 
deprotecting the compound of formula k to yield the compound of formula I, 
Me v o ^Ph 



o 

o 




® ; reacting the compound of formula I with L- 

tartaric acid in an alcoholic solvent to yield the compound of formula Z. 

21 . A process according to claim 20 where the peptide coupling reagent 
is 1-propane phosphonic acid cyclic anhydride and the compound of formula g has 
the R-configuration, the compound of formula j has the R-configuration and each 
of the compounds of formula k, I and Z has the 3a-(R),1-(R) configuration. 
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22. A process f r the preparation of the compound of formula g, 
Me 



N-N 




, which comprises reacting the compound of formula f, 



, with a base in an inert solvent at a temperature of about 
-50 to -10 °C wherein the chirality of the benzyl group is maintained, to yield the 
5 compound of formula g. 

23. A process for the preparation of the compound of formula c f 
O o 




(c) 



, which comprises reacting the compound of formula b, 




O-alkyl 



, where Prt is an amine protecting group, with an inorganic or 
organic base and benzyl bromide in a reaction inert solvent to yield the compound 
10 of formulae. 

24. A process for the preparation of the compound of formula f , 



WO 98/58949 



-147- 



PCT/IB98/00876 



Me 




, which comprises reacting the compound of formula e, 



Me 



N-N 




< e ) , with E-tartaric acid in a reaction inert organic solvent. 

25. The R,S-enantiomeric mixture, the R-enantiomer or the S- 
enantiomer of the compound of formula 



O-alkyl 




, where Prt is hydrogen or an amine protecting groups 
26. A method of treating sleep disorders in a mammal suffering from 
sleep disorders comprising administering to said mammal an effective amount of a 
compound of formula I 



(CH2) n 




O X 4 

II # 



^C'^ 

I l 4 1 \ 



R 8 
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or th st reoisomeric mixtures, diastereomerically nriched, diast reomerically 
pure, enantiomerically enriched or enantiomerically pure isomers, or the 
pharmaceutically acceptable salts and prodrugs thereof, 
wherein 
5 eisOorl; 

n and w are each independently 0, 1 or 2; 

provided that w and n cannot both be 0 at the same time; 

Y is oxygen or sulfur; 

R 1 is hydrogen, -CN, -(CH^NCX^CCOX 6 , -(CH^NfX^CCOfCHzJrA 1 , 
10 -(CH 2 ) q N(X^S0 2 (CH 2 )rA\ -(CH^N^SCfcX 6 , -(CH^qNCX^CCOJNOC^CCH^rA 1 , 
-(CH 2 ) q N(X 6 )C(0)N(X 6 )(X s ), -(CH^qCtONO^fX 6 ), -(CH^qCCONp^CCHjVA 1 , 
-(CH 2 ) q C(0)OX 6 , -(CH^CCOJO^H^A 1 , -(CH 2 ) q OX 6 , -(CH 2 ) q OC(0)X 6 , 
-(CH 2 ) q OC(0)(CH 2 ) r A 1 , -(CH a ) q OC(0)Np?)(CHa)rA , f -(CH 2 ) q OC(0)N(X^, 
-(CH 2 ) q C(0)X 6 , -(CH 2 ) q C(0)(CH 2 )rA 1 , -(CH 2 ) q N(X^C(0)OX 6 , 
15 ^HaW(X^N(XftA 

-(Ci-Cio)alkyl, -(CH 2 )rA 1 , -(CH 2 ) q -(C3-C 7 )cycloalkyI ( -(CH2) q -Y 1 -(Ci-C 6 )aikyl, 
•(CH^V-tCH^A 1 or -(CH^q-Y^fCHzHCa-CTjcycloalkyl; 

where the alkyl and cycloalkyl groups in the definition of R 1 are optionally 
substituted with (C,-C 4 )alkyl, hydroxy!, (C r C 4 )alkoxy, carboxyl, -CONH 2 , 
20 -S<0)„,(CrC 6 )alkyl, -C0 2 (Ci-C 4 )alkyl ester, 1 H-tetrazol-5-yl or 1, 2 or 3 

fluoro; 

Y 1 is O, S(0) m , -CfONX 6 -, -CH=CH-, -OC-, -NpC^O)-, -CfONX 6 -, 
-C(0)0-, -0C(0)NPCV or-OC(O)-; 
q is 0, 1,2, 3 or 4; 
25 t is 0,1, 2 or 3; 

said (CH2) q group and (CH 2 )t group may each be optionally substituted with 
hydroxyl, (Ci-C 4 )alkoxy, carboxyl, -CONH 2 , -S(0) m (CrC6)alkyl t 
-CCMd-C^alkyl ester, 1H-tetrazol-5-yl, 1, 2 or 3 fluoro, or 1 or 2 (d- 
C 4 )alkyl; 

30 R 2 is hydrogen, (d-C 8 )alkyl, -(Co-CaJalkyl-CCrCsJcycloalkyl, -(d-C 4 )alkyI-A 1 or A 1 ; 

where the alkyl groups and the cycloalkyl groups- in the definition of R 2 are 

pti nally substituted with hydroxyl, -CfOpx 6 , -CfOJNp^pc 6 ), -Npc^fX 6 ), 
-S(0) m <d-C6)alkyl, -C(0)A 1 , -CfOJpc 6 ), CF 3 , CN or 1, 2 or 3 hal gen; 
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R 3 is A 1 , (CrC 10 )alkyl, -(d-CeJalkyl-A 1 , -(C,-C 6 )alkyl-(C3-C7)cycloalkyl, 
-(Ci-CsJalkylOC^CrCstelkyl, -(CrCs)alkyl-X 1 -(CtrC 5 )alkyl-A 1 or 
-(C r C 5 )alkyl-X 1 -(C 1 -C 5 )alkyl-(C 3 -C7)cycloalkyl; 

where the alky! groups in the definition of R 3 are optionally substituted with 
5 -S(0) m (C r C6)alkyl, -C(0)0X 3 , 1 , 2, 3, 4 or 5 halogens, or 1 , 2 or 3 OX 3 ; 

X 1 is O, S(0) m , -N(X 2 )C(0)-, -C(0)N(X 2 )-, -OC(0)-, -C(0)0-, -CX 2 =CX 2 -, 

-N(X 2 )C(0)0-, -OC(0)N(X 2 )- or-CsC-; 
R 4 is hydrogen, (Ci-C 6 )alkyl or (C r C 7 )cycioalkyl, or R 4 is taken together with R 3 
and the carbon atom to which they are attached and form (Cs-C 7 )cycIoa!kyl, (C 5 - 
10 C7)cycloaikenyl, a partially saturated or fully saturated 4- to 8-membered ring 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, or is a bicyclic ring system consisting of a partially 
saturated or fully saturated 5- or 6-membered ring, fused to a partially saturated, 
fully unsaturated or fully saturated 5- or 6-membered ring, optionally having 1 to 4 
15 heteroatoms independently selected from the group consisting of nitrogen, sulfur 
and oxygen; 

X 4 is hydrogen or (d-CeJalkyl or X 4 is taken together with R 4 and the nitrogen atom 
to which X 4 is attached and the carbon atom to which R 4 is attached and form a 
five to seven membered ring; 

20 ;R 6 is a bond or is *>h£ %5H*> . 

where a and b are independently 0, 1 , 2 or 3; 

X s and X 53 are each independently selected from the group consisting of 
hydrogen, trifluoromethyl, A 1 and optionally substituted (Ci-CsJalkyI; 

the optionally substituted (CrC 6 )alkyl in the definition of X s and X 53 
25 is optionally substituted with a substituent selected from the group 

consisting of A 1 , OX 2 , -S(0) m (Ci-C6)a!kyl, -C(0)OX 2 , (Cr 

Crfcycloalkyl, -N(X 2 )(X 2 ) and -C(0)N(X 2 )(X 2 ); 
or the carbon bearing X 5 or X 53 forms one or two alkylene bridges with the 
nitrogen atom bearing R 7 and R e wherein each alkylene bridge contains 1 
30 to 5 carbon atoms, provided that when one alkylene bridge is form d th n 

X 5 or X 5 * but not both may be on th carbon atom and R 7 r R 8 but not both 
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may b on the nitrogen atom and further provided that when two aikylene 
bridges are formed th n X 5 and X s * cannot b on th carbon atom and R 7 
and R 8 cannot be on the nitrogen atom; 

or X 5 is taken together with X 53 and the carbon atom to which they are 
5 attached and form a partially saturated or fully saturated 3- to 7-membered 

ring, or a partially saturated or fully saturated 4- to 8-membered ring having 
1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen; 

or X 5 is taken together with X 5a and the carbon atom to which they are 
10 attached and form a bicyclic ring system consisting of a partially saturated 

or fully saturated 5- or 6-membered ring, optionally having 1 or 2 
heteroatoms independently selected from the group consisting of nitrogen, 
sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
unsaturated 5- or 6-membered ring, optionally having 1 to 4 heteroatoms 
15 independently selected from the group consisting of nitrogen, sulfur and 

oxygen; 

Z 1 is a bond, O or N-X 2 , provided that when a and b are both 0 then Z 1 is 
not N-X 2 or O; 

R 7 and R 8 are independently hydrogen or optionally substituted (Ci-C 6 )alkyl; 
20 where the optionally substituted (CrCeJalkyI in the definition of R 7 and R 8 is 

optionally independently substituted with A 1 , -C(0)0-(CrC6)alkyl, 
-S(0) m (Ci-Ce)alkyl, 1 to 5 halogens, 1 to 3 hydroxy, 1 to 3 -0-C(0)(C r 
Ci 0 )alkyl or 1 to 3 (CrC 6 )alkoxy; or 
R 7 and R 8 can be taken together to form -(CH 2 ) r L-(CH2V; 
25 where L is C(X 2 )(X 2 ), S(0) m or N(X 2 ); 

A 1 for each occurrence is independently (C5-C 7 )cycloalkenyl, phenyl or a partially 
saturated, fully saturated or fully unsaturated 4- to 8-membered ring optionally 
having 1 to 4 heteroatoms independently selected from the group consisting of 
oxygen, sulfur and nitrogen, a bicyclic ring system consisting of a partially 
30 saturated, fully unsaturated or fully saturated 5- or 6-membered ring, optionally 
having 1 to' 4 heteroatoms independently selected from the group consisting of 
nitrogen, sulfur and oxygen, fused to a partially saturated, fully saturated or fully 
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unsaturated 5- or 6-memb red ring, optionally having 1 to 4 h teroatoms 
indep ndently select d from the group consisting of nitrogen, sulfur and oxygen; 
A 1 for each occurrence is independently optionally substituted, in one or 
optionally both rings if A 1 is a bicyclic ring system, with up to three 
5 substituents, each substituent independently selected from the group 

consisting of F, CI, Br, I, OCF 3 , OCF 2 H, CF 3 , CH 3l OCH 3 , -OX 6 , 
-CCOJNp^CX 6 ), -C(0)OX 6 , oxo, (d-CeJalkyl, nitro, cyano, benzyl, 
-S(0) m (Ci-C6)alkyl, 1H-tetrazol-5-yl, phenyl, phenoxy, phenylalkyloxy, 
halophenyl, methylenedioxy, -NfX 6 )^ 6 ), -Npc^CfOXX 6 ), -SOjNpc^fX 6 ), 
10 -NCX^SOz-phenyl, -N(X 6 )S0 2 X 6 f -CONX 11 X 12 , ^NX^X 12 , -NX^QjX 12 , 

-NX 6 CONX 11 X 12 , -NX^CfeNX 11 * 2 , -NXt^X 12 , imidazolyl, thiazolyl and 
tetrazolyl, provided that if A 1 is optionally substituted with methylenedioxy 
then it can only be substituted with one methylenedioxy; 

where X 11 is hydrogen or optionally substituted (d-Ce^Ikyl; 
15 the optionally substituted (C-CeJalkyl defined for X 11 is 

optionally independently substituted with phenyl, phenoxy, 
(Ci-Csjalkoxycarbonyl, -SfOWd-COalkyl, 1 to 5 halogens, 
1 to 3 hydroxy, 1 to 3 (Ci-C t o)alkanoyloxy or 1 to 3 (C r 
C 6 )alkoxy; 

20 X 12 is hydrogen, (Chalky!, phenyl, thiazolyl, imidazolyl, furyl or 

thienyl, provided that when X 12 is not hydrogen, X 12 is optionally 
substituted with one to three substituents independently selected 
from the group consisting of CI, F, CH 3 , OCH 3l OCF 3 and CF 3 ; 
orX 11 and X 12 are taken together to form -(CH2) r L 1 -(CH2)r; 

25 where L 1 is C(X 2 )(X 2 ), 0, S(0) m or N(X 2 ); 

r for each occurrence is independently 1 , 2 or 3; 

X 2 for each occurrence is independently hydrogen, optionally substituted (C r 
Ce)alkyl, or optionally substituted (C 3 -C 7 )cycIoalkyl, where the optionally substituted 
(d-CsJalkyl and optionally substituted (CrC 7 )cycloalkyl in the definition of X 2 are 
30 optionally independently substituted with -S(0) m (Ci-C 6 )aIkyl, -C(0)OX 3 , 1 to 5 
halogens or" 1-3 OX 3 ; 

X 3 f r each occurrence is independently hydrogen or (CrC 6 )alkyl; 
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X 6 is independ ntly hydrogen, optionally substituted (Ci-C 6 )aikyi, (Cr 
C 6 )haiogenated alkyl, optionally substituted (C3-C 7 )cycloalkyl, (C3-C7)- 
halogenatedcycloalkyl, where optionally substituted (C r C 6 )alkyl and optionally 
substituted (C 3 -C 7 )cycloalkyl in the definition of X 6 is optionally independently 
5 substituted by 1 or 2 (C r C 4 )alkyl, hydroxy!, (Ci-C 4 )alkoxy, carboxyl, CONH 2) - 
S(0) m (Ci-C 6 )atkyl, carboxylate {C r C 4 )alkyl ester, or 1H-tetrazol-5-yl; or 
when there are two X 6 groups on one atom and both X 6 are independently (C r 
CtOalkyl, the two (Ci-CeJalkyI groups may be optionally joined and, together with 
the atom to which the two X 6 groups are attached, form a 4- to 9- membered ring 
1 0 optionally having oxygen, sulfur or NX 7 ; 

X 7 is hydrogen or (Ci-C 6 )alky1 optionally substituted with hydroxyl; and 
m for each occurrence is independently 0, 1 or 2; 
with the proviso that 

X 6 and X 12 cannot be hydrogen when it is attached to C(O) or SO2 in the form 
15 C(0)X 6 , d(0)X 12 , S0 2 X 6 or SO2X 12 ; and 

when R 6 is a bond then L is N(X 2 ) and each r in the definition -(CH$rL-(CH 2 )r is 
independently 2 or 3. 
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